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1. 2 —H B e dilsiBnIL-1254K, 85V — A €4 SEQID
NO: 7 R8HTERK.

2. M\EAAEK 169 IL-12 5k, ELPHRAKE IL-12 X G 5

50 10°M. £ 107M. 2 10MREY 10"M PR EV —FeEhp
s,

3. MREAAEK 16 IL-12 Judk, X PHRRAEEARKPE ) —F
IL-12 B8 E ) —FrFE M.

4, —HRBE Y —FoBHRALIWR IL-12 RSB,

0 RREELFES—ANEQASEQIDNO: 7 RSHTER.

5. —HAABRERAEZR IS EERG S EHBRIA,

6. —FHESRERFNER S HSBERGRBEI LB LML,

7. REAAER 6 WRIime, AP simpebisy—#h
Fa& mpe: COS-1, COS-7, HBK293, BHK21, CHO, BSC-1, Hep G2, 653,

15 SP2/0, 293, Hela, F#iM, XMHCEB@R, XREEEME. REMLK
LA )

8. —# A EV—M IL-12 R Fik, GQRAK. KARE
G TFTEERA)ER 4 R, #F IL-12 JAAATER XTI
TRIE,

20 9. —FHELLES M5 BRI PI [L-12 fAE&F L) —FHF
THZEAIFEMNGELY, TRREELAEE VY —A &4 SEQIDNO: 7
RSHTER.

10, RERF)EK 9 GALY, —FLE2) —HOLLAREN
HATHAYE) —FASBHRFEHELSY: £ —FTHRIFLRIR

25 #45F. TINF M. RAEHH. PLARERN . REH. F$4KER
K% (NSAID) . 4Am % . ™A . #H. BEAMHN. HFEIAMEF
B, WREDN . RELBREY. LALEHR. REASOAXEHE. &
smetRE. AN, LEKRES. LAEFHA. AREE. BHEEK
Bl AHMEHH. RIWRK . AHEARBD. A LERG. b

30 BHH. AAMLEER., FLEREIAEX MY, aBFRaRB TR
o

11, —FFEFAHRLELSES —FH5BHHLHPIn [L-12 RAGRE
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HRAARXAE, FTE#HIL-12 kB2 E2Y —A~€4 SEQ ID NO: 7 &K
8 TERK,

12. —FEEHRET@IE. B8, BE. APy [L-12 dAER
AN FH &, aFQQ)EAEaR. A%, B3F. RFHDBEBXLH TFA

s Ramie. AR, BE. AFPDOCLAREHE) B EWElaidi
IL-12 R 86, MERKEAES—A 64 SEQ ID NO: 7 X 8 #
TEK.

13. RERAER 12 hF5%, EPHEFHKESN 0.001-50 ng/kg
Frdmpe., L. BE. R,

10 14. RF|RA)EK 12 89F5%, AP dtididgTa
BES—FFX#TG: BES. KT, LA, BIA. £FA. XA
FH.BEA. EA. KFA. BA. KEAR. IBA. BREA. 25K,
FTEHA. FA. FFA. SILA. FA. 2R, &R, BEAR. B
BRA. F5RA. R, EBR. FA. ARBAN. $ER. FRA.

15 MR, FTEA. BRA. kitEH. AE. AH. H. £T7. X2
B .

15, REFERABEK 12 5%k, £—FOEEMR QBBRILHX
. AINRXRIELTE) —FHOLARENLATHNGE Y —FiLdH
AEFOHELSW: 2V —FHTRAFCRBREST. INF HHEMN. KK

20 BHY. AN, KBS, FHKRERKEHE NSAID) . AR H. &
BA . HBH. BIAEHN. HFSIARFEN. RREHN . RELAR
BY. RAXEE. REOSGRLEAE. RampiAii. £Y. £5
HREG. RAEFTHN. AREF. RELEKREYD. ZHEEH. LK
. HARFRES. HBH. mERH. PHIIH . AAMLEE. §F

35 ERBREXREMY. @B FX@EE FREHN.

16. BRERAER 1269F %, FFHARIL-12BERAZ4FLH.

17. REFERAIER 12 5%, L PR IL-12 BRRARZ S KM
L.

18. —FEFRE, QSEV—HoBH-AASIHR IL-12 ik,

30 FARKEEEY—AE4 SEQIDNO: 7 K 8 BTER, LPrrkik
FETHREY —HR IL-12 RAGERRLE, GEBXLHAEL
RO TAGEY —FF X6 BES. AF. BLA. #BkA. £%
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. XREFA. BA. EA. RFA. BRA. KEA. IMVEAR. BEA.

A, TEHA. FA. FA. SILA. FARA. 2BA. S8R, K

BA. MEA. WHRA. FA. ABHA. FA. ARBA. $EHA.

AREAR. MA. TEA. BRA. rikEH. BE. 2H. M. EF.
5 RARZA.

19. —HFEZE S —#HoBHailatin 1L-12 "k Fx, Ak
FAREHEEY—AG4 SEQIDNO: 7 X 8 WTER, nFEaisiisp
RBREATEOKENFEARAG R LI BRAE AR SH RS LA BHEY X
A e .

10 20, RERAEZRK 19SS FEFLEGE S —FR IL-12 4K,

2. 2Y—#o B Rt IL-12 4k, €4 (i) SEQ ID NOS: 7,
8Fn 9 69 PT A R EAMRZE K (CDR) RAE B 5]; K (ii) SEQ ID NOS: 10,
11 F= 12 64 P74 52 4% CDR KA B 5.

22. ARTARAER 21 6 IL-12 3k, Ed Atk l IL-12 Ak g

15 E2Y10°M. £ 10", £ 10'MREY 10 FHEV —F G EH
Mk A,

23. RERAER 21 6 [L-12 5k, RPAMRRARR S E) —
#IL-12 RaE ) —FEH.

24, —HEBES—FH>BHRALIBR IL-12 HEG 5 EERK,

20 BrEFARE4S (i) SEQ ID NOS: 7, 8 fn 9 ¢4 F7 A £44& CDR RAMAF);
& (ii) SEQ ID NOS: 10,11 #= 12 65574 4% CDR R XA B 5 7.

25. —HAARERAEZR 24 95 BHRG S B HBREAK,

26, —HOSRERANEK L BBROGBRBRABEE L AR,

27. REBRAER 26 9B Emie, AV mimmbhsE) —Fik

25 B F4AegmAe: C0S-1, COS-7, HEK293, BHK21, CHO, BSC-1, Hep G2, 653,
SP2/0, 293, Hela, F#B, IHKECEME, RAEEME, REALR
At e e

28, —FFEAFEV—FH IL-12 "EGFTE, GIEEKI. KA XK

BAr &M TE8#ERAEZR 24 hE8, #F IL-12 RAEARATRARARXTE
30 K FREK,

29, —HESE)—HSEARLHBR IL-12 ZEFLE) —FF

FTHEZEARIMEN GELSY, PFRFAKRLA (1) SEQ ID NOS: 7, 8
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=9 9T E4£ CDR RABAF|; A (ii) SEQ ID NOS: 10, 11 #= 12 #4
FiA #24% CDR REABRF7|.

30. ARBERAIEK 29 hasY, H—FEL4E)S—FHELLAKEY

HHTHANGEY —HRREHRXEGHALSY: £V —FTHIIFLRR

5 HE4F. TNF RN, ABHH. LARTEN . ek, EFGKRER
K% (NSAID) . 4k sh. pRBEAl . A8 H . BIARBRN. HE2IAMEF
M. ABEBN ., REEBREY. ARALEE. REGLSRLEE. &
simAd RE. BV, LARES. LEHA. AKBE. REEK
By, AR HY . LWAN. ARG S. RBH. RERH. b

0 #HHH. AAKRKEE. TLREIEXNYD. aREBFXaLB TR
# .

3. — M AKRLEESE) —FH5BegAshdhin IL-12 Fike s
HRAERAE, TR IL-12 FH4AKELA (i) SEQ ID NOS: 7, 8 F 9 &
B &4 CDR RABRAFF); H (ii) SEQ ID NOS: 10, 11 #f= 12 4Fif %

15 4% CDR REB 57|,

3. —FBHREFTMEO. AR, BE. BT IL-12 £ K
Y Fik, QFQBEMEMR. 8. BF. AIDEBIX2ETH
Zmie. AR, BE. AW OLARFHNEY —ForBdBilaiHhi
IL-12 ik eh40 44, Pri& kLA (i) SEQ ID NOS: 7, 8 = 9 &9F7A

20 E4 CDR RABAF); X (ii) SEQ ID NOS: 10, 11 #= 12 #4574 244 CDR
BEABRFT.

33. RERAEK 32 thF%k, R RAKTH 0.001-50 mg/kg
Frixmpe., L. BE. Y.

3. RERANEK 32 5%, A PRI LHRETRHTA

35 WHES—FHF XATE: BB RT. LA, #KRA. XFRH. XA
TA.BEA. EA. KFTAR. BER. KER. MR, BEA. £8A.
TEHA. FA. FA. SILA. FA. &EA. SOA. BER. M
BA. AR, WA, BBA. FA. AFMEAR. $EA. BERA.
MA. FTEA. BRA. hikizs. BE. AH. M. £F. AAXS

30 K. _

35, MEAAER 32 9755k, E—FoREMR QEBEBILHEZ
. AINAIELTE)S HOLAXRENLETHEKNEY —F4L4Y
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REQGAESY: £V —FTHERFFRRREST. TNF FIH. 7K
B, PLAREN . REH. FERER XS NSAID) . M. K
B . 4N . BIMAREA. AZLMAMAFR. RBEHH . KIFLR
By, KRAERE. REAOLSAREE. RamRiERE. £Y. L&
s HEE. LEWHN. AKEE. REEKREY. KHLHH. AR
F. AR EY. R, FRH. PHSIN . AARXEE. F
IRERENY . @B FR@EE TFRAHN.
36. RABRAEBRK 32695 %, PR IL-12 82 RAZF LB,
37. RERFAER 32885k, A PR IL-12 8L RKARS A HE
0 44,

38. —HEFKRE, QS22 —Fo B HLFHIR IL-12 K,
FriR ik B A (i) SEQ ID NOS: 7, 8 #= 9 ¢4A7A £4& CDR RABRNF5;
& (ii) SEQ ID NOS: 10, 11 #= 12 ¢5F74 %4 CDR RABRAF, L FFf
REEETFHREY —F IL-12 RAGEBRLH, TBEXLHL

5 BEEHTUAGEV—FFXBTH: BHS. ATF. LA, #HKA.
A¥%A. XARETA. BA. £A. REFA. BEA. KEA. IEA. B
£R. £BA. TTHA. FA. FA. SILA. FA. aKEA. va
W BEER. WEA. BT5IRA. BA. ABA. A, ARBRA. ¥
EA. BEA. MA. FETA. BRA. kkEH. AE. LB, A

20 ¥TF. FAREK.

39. — A E S —FH5BEHHEILFHHIR IL-12 kg FE, AR
FAREA (i) SEQ ID NOS: 7, 8 A= 9 ¢4 A7 A £4& CDR RABRAF]; R (i1)
SEQ ID NOS: 10, 11 #= 12 #4F7H 84k CDR REBFF|, EFECER
BEBRATORKFHMAR AR IGORIAFABSIHIEEABHY

35 R @i,

40. RERAER I9GF X FEGE ) —F R IL-12 Fk.

4. 2V —FH5 B8 Alsidic IL-12 3k, &4 LA SEQ ID NOS: 1,
2, 3, 4, SRO6WEV—NAHRABRFFINE S —NELNEL4 CDR,

42. REIA|ER 41 6§ T1L-12 ik, R ARtk IL-12 Ak f

30 FEF10°M. £ 10, 25 10'MREV 1I0M P HES —FHGEH
ML,

43, RBRAEK 46 [L-12 5k, RPHRRARATREY —
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#FIL-12FAE) —FEH.

44, —FHAE Y —FH S5 BALSIHIL 1L-12 HAEAHIEHR,
FriR ik 44 B4 SEQ ID NOS: 1, 2, 3, 4, 5 R 6 HEV—NMGEL
BFFIGEF —ANEH R4 CDR.

5 45. —FHASRERAEZR 4 G BHRRG T B BRI,

46. —HASRERNERX IS WY BERHBRBEIAEE L @0,

47. BRERABK 46 R EMI, AP BEEmpbE) it
A FaeymAe:; COS-1, COS-7, HEK293, BHK21, CHO, BSC-1, Hep G2, 653,
SP2/0, 293, Hela, F#MBE, XHKEBMIR, RAEEME. REAX

10 AL mie.

48. —FF A 2V —F i [L-12 "k FE, QIEEKS. KA X
BAL &M TEERAER 4 GHH, #F 1L-12 RAATRAURTS
ey ERE,

49, —F @42V —H 5 ENHLFHR 1L-12 fAKkF 2 ) —FH

15 FTHEISEEIMEENGELSY, FrRIFKSH LA SEQ ID NOS: 1, 2,
3, 4, SROHEV —NERARFFIGEY — AN T4 R4 CDR.

50. BREBERANEER 49 45, —FT L2V —HOLHAKEY
HHTHHEY —FHASHREAANHASY: £V —FHTHARIFERIR
EHF. INF M. RWAEBHD. LaREH . Aetdh. FSEER

20 K FH(NSAID) . A%, AREA. SN, HIEARN. FEUA MR
F. RBEBH . RFEABRSEYH. AALEHE. REa45RLEHE. &
s RE. A¥. RAREES. LEWHN. A KET. HEHA
Hdp, AHHEY. RWAN. LHEFREHS. R, KERH. B
BahH. BAREEE. FLREIXXUY. B FRarl TR

25 H.

51, —HHAMRELEV—FH5 BN RGP 1L-12 FRikehiak
HRGARX R K, Friddu IL-12 &4k44 £4 SEQ ID NOS: 1, 2, 3, 4,
SRO6HEY —NMHBRARFIHEY —ANEH R B4 CDR.

5. —F B MRAEFT @M. By, BE. [FHP P IL-12 EHRK

N RBFE, CEQBHEASMKE. A8, BF. RIDEBRIXLY TH
Rmpe. AR, BF. AIWOLLARFGHE) Mo BNALSIBR
IL-12 keGR4, Pr& kS AF LA SEQ ID NOS: 1, 2, 3, 4, 5
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ROHEY —ANHERABRFFGEY —AFH X524 CDR.
53. MEARA LR 52 5%k, R PHEAKEH 0.001-50 mg/kg
Frismle. . BE. FIW.
54, REFEAFER 52 5%, A PRI iidkygTa
s WEY—HF XA BEIS. AT, LA, KA. £% K. L4
TR.BEA. KA. RFA. BEA. RKEA. BA. BER. £5HA.
TEHRAN. FA. HFR. SILA. FA. 2BR. &R, BEA. B
BA. WFRA. A, ABA. BA. ARBEAR. SER. FTEA.
MA. FTEA. BRRA. 34, BHE. AH. H. £TF. AAXRZ
0 K.
55. MBERAER 52 95 %, #—FOEERME QERRLEX
. FINRIELTFES—FHOSARTFHL TANE Y —FLedH
RXREAHALY: 2V —HTHRAUFRXRESTF. INF BHRAN. £K
BHY. PLBREN . REBEH. FGAREI K (NSAID) . HAmHB. A&
15 WA RHH. BHAARRA. AZIGREN. REALEDHH. RELR
B, KRKAEE. REGARALAEAE. RampiAiE. BY. &%
HREEG. RAFHN. AKBF. BREHEKRGY. AHRED. WA
R ARG H. BN, RERS. PRSIH. AEARLEE. §
TREXEMY . @RE FRERE FREA.
20 56. MRBFERAIER 52895 %, A FPAE IL-1248XKRAZF LB,
57. MBERANER 5268 F%, APAR IL-12 BEARARZ S L W
..
58. —HEFRE, OSEV—FHo BB MR [L-12 #ik,
Fri®R k&4 A SEQ ID NOS: 1, 2, 3, 4, 5 R 6 BEV—AHER
35 BAFHEY —AE/RBE CDR, X PHEREETFHRAE Y —FHK
[L-12 ARG EBRLH, FEBRLBERETI R A THEANEY —FF
X#EATE: MBS, AF. MA. BN, £¥FA. 4EFA. BR.
A RFR. BER. ABERA. MEA. BER. £BA. FETHR.
FA. FFA. SILA. FA. 2BA. &R, BEEA. FMEA. 777
30 MRAHBHA. AR, FA. ARBA. AN, BEA. BA. F7T
A BMA. teikizf. M. EB. 8. £TF. EARZK.
59. —HFELEEY R BARANLSWIR IL-12 FKGF K, ik
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FARSA LA SEQ ID NOS: 1, 2, 3, 4, 5 X 6 9 EV — A HRABRS
FE Yy AN EHXEBHE R, BFEFOERBESRAEITOK TG
R BEMR IR L AR BED RS @mie.

60. REFERANERSIGHTEFEGE Y —F IL-12 Kk,

5 61. 2V —Fr o BBl In IL-12 F4K, FriR ks 64 L4 SEQ
ID NOS: 1, 2, 3, 4, 5 X 6 HEV—AHERARFIGE Y —NF4
A4 CDR k4 IL-12 G 48R K K.

62. RF/EMA|ER 61 64 IL-12 4k, AP Akl IL-12 Lit f
ES10°M. 25 10, 25 10UMRES 10"M PHEYV —FegEHe

10 HEEA.

63. RERAEK 61 6§ IL-12 K, KPR REEALR P E) —
FIL-12 B WM E S —FEN.

64. —FHRBES —H5EBHRALFHIR IL-12 "G5 EHER,
Frifuihl @4 LA SEQ ID NOS: 1, 2, 3, 4, 5K 6 42V —AHE

15 RBAFIGES —ATHIBH (R HHRALES 1-12 EaHHRR

B .
65. —FHELRBRAER 4 90 BHERN S BEHRB K,
66. —FEASRERFZRK S HIBHEROARBIABE I @M.
67. RERAERK 66 B, APAMAgimpbE ) —#ik

20 HTFe4mAe: C0S-1, COS-7, HEK293, BHK21, CHO, BSC-1, Hep G2, 653,
SP2/0, 293, Hela, F#%&E, A KeCHFaK, RAEEME. RAELK
ALK mi.

68. —FEAE Y —Frn IL-12 ARG F %k, GIEAKI;. KA KR
BAFHTHERFEZL 64 GHER, #4F IL-12 RAXATRARAXTE

5 KHFEREZ.

69. —HeSES—HoEGALSGIHR [L-12 ZEF L2V —FH
FATHZTHERIMERN G, Frikiky @4 E4 SEQIDNOS: 1, 2,
3, 4, SR 6 HES—NHREABRFFIHES AT RBE (IR B
ek IL-12 B AR R K 3.

30 70. REFERAIER 69 44844, #—F L E ) —FHEOLHFRITH
KA THANEY —FHLLBWREGHELY:. 2V —FTHEMNIFLRR
WHF. INF AN, SLABHYS. LA . KEH. FEAELER
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K % (NSAID) . 4R7AE . MEH . &M . AHFKRTH. AZILA MAA
Fl. WBREBH . RFEABRSY. KELXEH. REGASRLER. €
sime A mE. Ao, LERTES. LEFHH. A KEE. HEEK
B, BARBEY. mWRH. AEA RSN, REN. RERH. B

5OHMSHH . AARREE. FLRFRAENUY. aRBFRarB TR
#.

. —FHARESE) —FSHHRAFHIHR IL-12 AARGRE
RHRFARX KRB, Frifd IL-12 ik 5 6,8 24 SEQ ID NOS: 1, 2, 3, 4,
5 6 EV—NYREARFFIGEY N EHERBH CDR Ik sS

10 IL-12 & & 448 F K 3.

72. —FLEHRETF @R, AR, BE. IFPF ey IL-12 8EK
A FikE, QR QEEA@MIR. A8. BF. AIDEBIXBLETH
Rmie. R, BF. AIVOLAREHE) T EHRLHR
IL-12 #uik ey 2844, Fridduikt &4 B4 SEQ ID NOS: 1, 2, 3, 4, 5

15 X6 HEVANHREABFINGE) —ANTHIEBEH CR HIkES
IL-12 & & 6548 F] R 3K

73. MERFNERK 72 hFE, XPHMEFRKEH 0.001-50 mg/kg
Fridmpe. A, BE. XFIP.

74, BRERAER 12 4F%, AVHEAERRLSRAdtaTA

W WHEY—FFXHTe: BES. KT LA, #KA. PR, 14K
TR BA. A RFA. BEA. KEA. RER. BEA. £8A.
FEHA. FRA. FA. SILA. FA. 2BA. S&A. BEA. ¥
R, FPIRA. A, ABA. BR. ARER. FEA. TEA.
BMA. TEAR. BRA. hikiEs. BE. IH. H. £F. FAXRZ

3 K.

75. HBPERAIZR 72 95 %, £—FOREHRE QBBIXLHZ
WM. ARNXRIELTESHOL2ARENRLATANGE Y —HLeY
KEGHAELSY: 2V —FTHRAUFRRXMESTF. INF b, LK
B, LRI . BB, FGKRER KD (NSAID) . 4AME. A

30 BMA. BN, BAKRRH. AZHRFH. RELEDH . BLFAR
B, KRAERE. REOLAXEAR, RamARF. £%. LA
HREA. REIWFHN. 2 KEE. REHFKREY. ZHREH. LIWAR

10
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Fl. WAHFREGY. RBHN. KERS. PEIHIN. BEARLESR. §F
IREREXUY. @pE FR@0E TR,
76. MRBARAIBEK 12 6895k, Kb AR IL-12 A8 A RAZ 4 K8,
77. RFERFNIER 12648 F5%, APHAE IL-12 ABERAZ S L HE
54k,

8. —HEFRE, OQLEV—HoBHRLHHI [L-12 FHk,
Frid sk @4 B4 SEQ ID NOS: 1, 2, 3, 4, 5 K 6 4EV —A®E
ABFFHES A FEREHE (R HHRAZS [L-12 FO4HEREK

0 3K, EPARREETHRES —HR IL-12 RKGEBIL Y, 5
BALHRBEEH TAEANGEY —FF5XE/76¢: BEIS. LT WA,
#HHRA. XPA. XRER. BA. EA. KEFA. BER. KER.
BA. BREAR. £BA. TTHEA. §A. FA. SILA. FARA. 28
A. Sai. BEA. MBEA. S7MRA. B, EHA. TA. AN

5 BRA. FEA. BBRA. BAA. TETR. BRA. i3 H. B, A
B. B, ETF. FARXRLK.

9. —#HFEES—FSHGELSHIR IL-12 /ARG FE, ik
WAL &4 LA SEQ ID NOS: 1, 2, 3, 4, 5% 6 9EV—AHELAR
FHHEYy —ANFHRB4 CDR HRAELS IL-12 TEAHBR XK, &

20 FHEOERBEBRAETOKENHERAKRGEIBRIERE SHH K
HARHAD A AR,

80. MRBEARAZRK 196 FHFEGE ) —F 4 IL-12 Futk.

81. £V —#oE e hlsdin IL-12 3k, €4 F )V —F A CDR,
AR S TS SEQ IDNO: 9 HEY 1-3 ARARE

5 EERABAEINGEY —FrRAE.

82. ARIEAA|EK 81 49 IL-12 34k, PRIkl IL-12 ik g
EV10°M. 24 10'M. £ 10'MREY 10M FHEY —Freg e
ML,

83. ARIERAIER 81 4 [L-12 3k, A FAHRRARRFF L) —

30 A IL-12FA0E Y —FEHR.

84, —HBBES —FHEFEV—FA CDR 92 B GRS [L-

12 RANSBEH®, LFARAKRKFELES T4 SEQ ID NO: 9

11
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EV1-3NM2RABELEREABRFINGE Y —F 4.
85. —FFESRERAER I WGBS S BB,
86. —HOASMERANZLS HOEERGYEERABEI AR,
87. BMERAER 86 LMk, L FHMABI@RHEY —Hik

5 A TF4emM: COS-1, COS-7, HEK293, BHK21, CHO, BSC-1, Hep G2, 653,
SP2/0, 293, Hela, F#B&, X KeCBmp, RAEFEME. KEALR
e mie.

88. —HF A E N —Fn IL-12 K& F ik, QIELAKI. KA X
RALEA TEHERAEK 84 HHER, #7F IL-12 RAXTEANXTE

10 dkeyERk.

89. —HELE)S—HEFES—FACR G2 B BB IL-
12 R F RS —FHHFTEIRAIBEN G 0W, PR RAaH
FAHESTELE SEQ ID NO: 9 HES 1-3ARAKRETEKEARA 7|
HE Y —F £,

15 90. REMRAZK 89 hiaoH, —F L EV —FHEALAKEY
HATHAGE) —FHAUESHREOHAELSY: 2) —FTHANIFLRK
EHF. INF &H. AREBHD. LARRRA . ARE. EEALR
K25 (NSAID) . 4% . B A . 8. HEARH. AN MEH
F . WREBH . WEEBREY. ARAEXEE. REASRLEE. €

20 mRAERE. AE. LEREO. LEAFHAN. A KEFE. BEEA
Bay. BAEAHBEY. AWAN. REFRES. REMN. FTEwE. B
AN AARLEHR. FLREXELNY. @A TIAHRETFHR
.

91. —HHFHELES—FHERAES—HA DR 5B HHLF

5 I IL-12 A RBER AR E, EPARR [L-12 FdksEF M
%40 F64 SEQID NO: 9 9E) 1-3ANRAREAEEAABRFTGE
I —F &AL,

9. —HLHMREFTMR. BB, BE. FWFe IL-12 ALK
g F ik, QI @EEMI. A8, BE. RHIDERRLHE T

30 Emie. A8 BE. AIDOLARXEFHEY—FHEAFEV —FACR
QBRI HR IL-12 Fikegaed, AP iksdpruasT
@2 SEQ ID NO: 9 ¥ EL 1-3ANRABMELRERARAFGE Y —F

12
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A%
93. AMIEFERANER 92 45k, L PR EH 0.001-50 mg/ke
Fri&gmpe. AL, BE. Rhdh.
94, REFEMRAER 92 4975 %, AP 28dik g Ta
5 OWHEY—FHF XA BRI AT, LA, KA. 2% K. L4
FR.BEA. EA. RFA. BA. KER. I\ BA. BEA. £5HH.
TEHRA. FA. IFA. SILA. FA. 2BA. S&A. BBEA. M
BRA. WPRA. BR. EHA. BA. ARBER. $ER. FEA.
MA. TEAR. BRRA. Bt EH. BHE. ABH. 8. TF. FAXZ
0 &,
95. MERAN TR 92 454k, #—FOEEMRE QERBRLEX
. FAINRZIELFES—HOLARENL A THRNGE Y —FdD
KREQNHELSY: 2V —FHTRAIFERBRELSF. INF BHAH. ZKA
BHY. BLARRN . RS, FGARXRKH NSAID) . A8, A
15 BAL. AHN. BERARN. FZINMEEN. RELEDAH . KFER
By, KRAERE. REGAAXEAE. RampitiEt. £9. £5
REO. REFHN . A REF. REXKRGY. AHHLED. IR
M. RAHEFRBD. FBH. RERG. PRHIHN . RAMLEE. ¥
LREXEMY . MRBTFR@eE FRAAN.
20 96. REFAANER 92655 %, FPAE IL-12 8 X RAZF LB
97. ARERANER 92 69FE, RFPAHE IL-12 8L RAZZ L WE
1.
98. —HEFKRE, COEV—HEAEV—FHA CR 550G
L IL-12 fudk, HF ARk R4 T4 SEQ ID NO: 9 ¢
3 AV 1-3ANMRABRETEREARFFGEY —FEE, P&
ETFTHAEY —F IL-12 ARG EBRL Y, GEBRLHRETR
ABTANES—FHFXtfT6: BEIS. AT. MA. #KkA. £¥FAR.
XREA. BA. EA. RFA. BARA. REA. MBA. BEAR. &
BA. TEHEAR. EA. FA. SILA. FAR. 2BA. &R, BE
30 A MERA. WAIRA. A, EBA. BA. ARER. $ER. &
BA. MA. TEA. BRA. et idH. BHE. IH. . +F. %
LER-Y: 4

13
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99. —HFEES—FEFES—HACR G EGHLHHI IL-
12 kg Fik, R¥ATRERRHERMRLES T4 SEQ ID NO: 969F ) 1
“IAREAMEZERRABAFINE Y —F R, BFEOERBLY
RETHKEGHBRAANELIMRASAE WAL BB Y
5 .
100. REARFER IIHGFETLEGE Y —F I IL-12 4k,
101. sbb#HRGEFLA.

14
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# IL-12 ARk, 2448 . FHiEARE

s ORAEX

& RATIR
AEHEFSEATHERL20048 A78RI G LB diF60/223, 358

F2 2000 9 A 29 BRI AHE BN P 60/236, 827 sh4kAR, LGN
HE-ANEHRE,

10 AERAFEEV—FANE-12(IL-12) A RE R EHEFRIK, &
AR GRS RER, ARRAFER IL-12 ke B R, K LAMEBR.
B, BramRALREFT AR, QIEHFFN. 28 FRE.

FFHEK
15 AAE-12(I1-12) 2 —FF —RA@mBEF, & 35 4= 40 kD #dE A4
S Rk4E 4R, XBLR G AL, B TaR . $Emie.
Efmit. B @, AT RKa0fFLERARRR{MS NK) @eFiR
ERmpS B Anuk. IL-12 A9H 3 EHF IR, A% K @RHHE
F (NESF) « T tmfe sl B F. miedh T RS @R #E T4 EBV 444 B
20 % B-F (Curfs, J. H. A. J., et al., Clinical Microbiology Reviews,
10: 742-780 (1997)).
ANMEF-12TAE5@mK (e Tk, NK @00 ) B EEAM [L-12 Sk
A, RREE (ddsl. BE) £2HFIE, #d, [L-12 5 [L-12 &Y
SEAT AR MR E T @i NK @m0 e)3gsd, R miedk T @ (CTL) .
25 NK @mfede LAK GREBFREGIM) @y miosmEiy, % T @k
FeNK Gppe =& v FIA&, - BEF 46 Tho safe a4 h = 4 IFNy Fo IL-12
# Thl 482 (Trinchieri, G., Annual Review of Immunology, 13: 251- 276
(1995)) . B4k3b, [L-12 ¥ FEAMpEBRMEMIE (3= NK, CIL) fo* 4
MR EREE (o Thl @RANFHRAEE) £X40. Bk, IL-124T
0 BRPBREE (WRBARE) PRERSESLES (PESXLE) AFEFR
W REXEFEZH Hendrzak, J. A. and Brunda, M. J., Laboratory
Investigation, 72: 619-637 (1995)) . B b, #l 3w~ vkl it FAK F#4E IL-12

15
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AR EHFER, AREER. WHRAABGRELE (RPHRGIAE
P ),
EABLSHRA. REORK, 3 AERE (hhik) f/3 L%

FAk Mabs) Fe ik AR (A BQKBHAZH A BTG FH) B

5 RAFBHEATEZRATEALELERGBELATN. R, L TFTAXL
TBFAEARAERTUAINELEERLE. IRHLARETUASFEEAEAY
NFUIBER T EARFAERAE, REEALERLEATER, AR
T EBEEWEFELFABRHTHALFRARLFE. #ldo, 5L F &
SEARIOFERABRTASFHE O F FHf/XRIHK, HATBLXELE

0 FHE, RATHSEFERYXEFARBELFRSWGLERE, KL
AR, XRAARF Aot Ria, XBfhCHFEMRTAFSLEY
— K ERM. KERSGRAERRE, AEH @R RK. KRB IT.
A/ ZARFERGEME. B, XEHRASIAFBN TEZIAEET XS
BRTBER,

15 Bat, §E2RUEB LML G—AKS AR TNF kX A
B, AABG Lkt b K.

A ARE
ALARBIREAFBRFLERAGIEOA. RKE. HEX. FiLH
20 H. 84 ABRAF/R CDR HEHR IL-12 Filk. LEREZE. HEMR
MBS GESFLAR, ARR IL-12 KBS . LRADR LB,
B, sxmie. a4dd. HH. A4, HEARNY. HEARHEDELS
&x kAR, ENELST AR LEHARS.
ARXPLRBT 2V —FRXZAFREGI IL-12 ik, RRXAQRKE
35 BEMOSLALEREAHS THES RSB THEEGRK, FTEHR
STARL, ARBRTTABARLAGREHE ) —FE_RXBEXAL R
AR5 EAERZE (CDR) . E/IBETER. THAIBHEZK.
BMER., KIAXEERY. RAVHREKTRAOERRR TETHILSDH,
Bide, ERBEFA. P& % KA. EHEXFY. RKLFHBRAEE
30 HAF.

(B R R)

16
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AERAG—F BRB/—FBHHEBRYT, S04, BAATFREZTF—
HRBEY—H [L-12 RBHDAAGSIEFR, GRALLSEV—F 1
HEAF] . SRR FoIEKR. XELAH#—FRBET 04 E [L-12 %

5 BRKFRRAGRBEBS THEANK, SHRBRP/ REARAKGEL
M, ABRXFARBERAEER. HEf/RE LR EFT Eh/ X
A’

ARPELREBT 2 —FREBEMOT X E ) —FR IL-12 k. X
IL-12 BB IARG F ik, QBB BEEL Y 20— 1L-12

10 FURATRB A/ X TEKHY ERRGE G TIRARE L.

AEALRB/TEY #4404, 040 LB EANIBEYHR
IL-12 SR R B Fa/ RAk; Fo (b)) AEZHBARIFBEN . REXAHE
RTAELERTHA 6 LB AERBERN. ZHAHTAERE—F a4
Er—FAECHSH. TARALY.

15 AKXPH—FRBET £ —F48 IL-12 Tk FERE0W, AFERM
Bt /[ RX EHHAEHAARAZIT. I ERXRZIHULATHFREL
B, AMEAFTREA M. AR, BE. HBWIARATHEY —F IL-12
Ha KK A

AEALRBT ES — LSRR ARG ARTGE) —FEALNAGHR

20 IL-12 FARG A Y. KEF/ B F k.

ARE\H#—FRHBT £ —Fdt [L-12 FhkF X804, B FLELAN
BOUEefe/ RXEAHBAGHLRAZT . IEXRZIHL WM. .
BE. HWRARATHE Y —F IL-12 FERA.

AEPLRBT EY —FEZA FHMES —FERL AR IL-12 H#idk

5 HEAsY. REM/ Rk,

M A BEeA
B 1A A2 1B RFAMR IL-12 mAb 5 B Z AL A [L-12 9R BAR P 224,
R 1% BSA/PBS ¢4t IL-12 Fk#E4T & | #H8, H HAE rhIl-12 @3ke945 b
30 AEIICTFREF 146, A 0.02% Tween 20 RETIH (20) PR LALEE £ A
HBREE) . 0. 15M EARKAHA, KERARRTEAHE HRP) 4749 L F 4
A Tgbx A HAKRETR TN 1 MW, BARAILEE (OPD) KMk

17
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A, A£ 490nm & A Z FHAILEG K F ZE (O0D) .
B 2. BAAFBPREELANHEOLSA IL-2, A IL12 p40. K IL-12
FoBFEosTERL. B A AFREZGRNNGLREY. SESHTEY
& IL-12 (75 kd), p40 A IL-12 (40 kd),F= & IL-12 (75 kd). B 2B %
5 TAEE 24 AR 6 R H A6 B A PPk, £ A HRP ARiTeg L F A g6
WX ERPIEL 340 RE, HEFHFRARA [L-12 (F4f3 RIK)
Foe A IL-12 p40. 5 HRP ARit#d L ¥3A g6 R 5T REPiE (ATd) &
H BT BT
B 3: AAA XL [L-2 Fidk C340,8. 6.2, RAFM @A RA IL-2,

10 IL-12, IL-2+IL-12 & ¥ &§A PBL ¥ &4 IFN vy A B Ak 49 B3 F PCR 447,
2% RNA SHATR SR, A XBRK NI BT PR 3., FHEAMFRT
& B AL3H& @ mRNA K-P#ATRE, EHAEA mRNA TR B Fo ST oG8 R,

B 4 & FTAM IL-12 nAb (C340) #H A IL-2 An IL-12 R¥e4$4 %0
JOAER G CDI+9 Bt mpp (PBMC) >4 vy F3E (IFNy ) #EKE.

15 AXRIEFRA (K@ B-F), 4w IL-12 (0.1 ng/ml) A= IL-2 (50 IU/ml)
(IL-12/1L-2) #4932 % A, 4 mAb C340 (10 pg/ml) #52FMB3ERE, =4 mAb
C340 (10 pg/ml) ¢4 IL-12/IL-2 3253 J 3&5% PBMC 5 B, :8id A CD3-PE
#+ IFNy -FITC #t4A7¢4MEL B L ERNEMIA [FNy. &EA 74K
G- &

20 B 5 A2 TRAAANTE TG A IL-12 mAb (C340) #4]l e IL-2 Az IL-12
K g g B ke mpe sk IFNy . A£3RF4 10 U/ml IL-2, IL-2 A= 400
pg/ml IL-12, &, IL-2 Au IL-12 = mAb C340 47 F3& A PBL (8 x 10°/ml) 24
Aat. BRBIEFM EFER, BT EIAREZ IFNy.

B 6 RATAI IL-12 mAb (C340) 2f IL-12 Jm IL-2 if-54) LAK @iedy

25 mARFEME AR ERM I F GAERE. £ IL-12 (400 pg/ml) A= IL-2 (10
U/ml) #= mAb C340 (=38 145 5000 ng/ml 2, 50 ng/ml) A4 F3Ed LAK &
Figape (A PBL, 8x10°/ml) 24 J BF. b7 LAK s Eifmie, vA 80: 1 &%
e bimie (E:T)kE *'Cr 47069 Raji fempe—&EHF 4 I, AF
Raji oA ERFA T ~'Cr 9 F, R THEZAEFHEIF

30 AIRGGRHME. 1L-12 FAakstEE (L-12) 24 1L-12 e RAAN BT HHE
e, A% (BKGD) B AKX IL-12 KRBT I3 M M.

B 7A #= 7B A& TA IL-12 mAb (C340) ¥4l A IL-2 im 11-12 5%

18
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CD3+sh R mAe ERIX CD95 ¢4 KA. /£ mAb C340 (10 ug/ml) A4
ARHFLETAESL 0.1 ng/ml IL-12 Fek FAH F64 IL-2 (50 IU/ml) 69325
A 3E4k PBMCT2 o8, A3 CDIS-FITC & &, 69 A X e KA (D95 &k,
B 8 &4% (CD3 K CD56-PE &5 CDI5S-FITC) e ik ) 5 iE X A4S 47441,
5 B 8 A FEFMEARA IL-12 4K (rC340) vA R§E K oF 4h4k mAb C340 &
FAEBEREL IL-12 44, METZHF4 10340 EAMPEZ G LER
¥ &G rC340 JRAE, A ELISARME LFER P& IL-12 44, A 2pg/nl A IL-
12 Q3R AR B TREZXBAFA )R TH MR LR 64540 mAb C340
ME. ARMSREIEIG L ERA [g6 (T4 + 24 ) B0 [L-12 £4¢
10 HuK,
B 9A-9C R TH =T R AR FA 10340 9 ELH MM T F 5 kg 3
R E KB FAF (B 9A, LEE C379B; B 9B, T % C381A; B 9C, &
o C389A). HEAMMIA 2% 10° G R B FEFET T75 B P ikl
FEF. EEARE, EE@E, REBRATGEBRED FF (pg/ml),

R AHE
AEARBS B, EHGH/RERGA. ZEKE. HEX. Hil
Fh. &E&. ABKA/ R CDR HHH I IL-12 Fkfe IL-12 ABHFH K
w, RERQLEEV—HEBBE Y —FR IL-12 RAR IL-12 RBEFEH R
20 ARSI BHFBROBLSDFERBEEYT. ALAA#—F 63, 2RRT,
FrABBARAABRRLBENREAGHEST ERAR, AT ERES
WeY. Fikfikd.
X2 “RANMF 12 74K7. “3& IL-12 Hk”. “d IL-12 4k
L7 R W IL-12 FAR R R Fo/ R “do IL-12 RARE AR F Q@ I64E4T
35 SR —HLTHRIEK, B4 TLLLERTOASTHES —HS,
Bldo, EXRTFELRIRBEG I EZR CR) RARAKLELHKRS. €
URABHTER. FHABHEZR. HERRALEEHRS, XTIt
ANE AKX AGIAETH IL-12 SARRELTAHE Y —HH ., IMHA
RS — T Bk, Hie, ARRT, ILRERF. A .
30 Fhw. B, B, BB, BR. M. FH. KRR/ RTHREY —
M IL-12 FWREE, REKRS. Biafe/IMEA IL-12 $KE B X
. AERBMBEGH T, AEXRHELR IL-12 k. HEHELSR

19
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EARTUALESEY —AF IL-12. AEHFZHS . BARXEHR., £4¢
# IL-12 k. R HESRERELTRERYAHE S —FF IL-12 FH R
Sk, #lde, 12KRF, RNA. DNA RZ A4, [L-12 Bk, IL-12 £
AAE S A B TL-12 M. IL-12 E R IL-12 A f/RE K. KiE “HR
5k H—Fasdk. HEMAE. HEESFTEK, GEREKERY
ROBEBEUMRAIIAFRZAEIATIOERF/ XD RO REKES, 6
ARG ARBEL K. It hBEGESHLsY [L-12 £4668R k48
ARE. B, REARLOKESE [L-12 XA RS LESGRERE,
QIR ART Fab (#lB i KNEGEENHL), Fab’ (BIFHHEE
10 HFESER) A F b)), (wBLHFEABHNI/A), facd (FiFid
S8l ), pPc’ (B FHGBRLEBHHA), Fd (BLF X
GEEE. RS ERNFBERE) Fv R scFv (wBIHTFABFHAR)
KB (W#)4=, Colligan, Immunology, F].t).
XERBETRAB T WwRKAABR Aoty Ffo /XX EHRGBHBTEHR. &4
15 REABARFE. L TAARKELE A SFHBELXQGRIK, £
BEEPTRRALESEESHLEFFAT AR EANALLEEFELT. FldoTiA
R —FHBF@Y), E/RSGALGLAR, BLOAKAEH CH 44
BAe /| RAREKXH DNA A5, TREAZFTABREREGERSULST
FREBRLE A, AALRIRFRFNEMEALEE TG G IAKGEN
20 4.
XEAI G RE “AREK” ZREAF—FRK, TR EA
4 (4 CDR, ME X, CL, CH £ #3K (I= CH1, CH2, CH3), &4 KX, (VL,
VH) ) EAXPEARARFLAZERRY, RAARKIEGFINEAEREF.
R, FERKE (. 8. BEF). B5X (M. XK. L.
35 BREA. CEAE) ALCHLDVRAGRARBIHDHHF. BE. &.
TR, FHRFEFHAKR., I, RS OELERAHEZTES.
IR EREFHSTFARAEHREEEFAERGRB S ALEARL
CHRHPHLEERE. B, ARKREREIABRLIAKRE. LEH
d, ARKTUAHEBRZAAEREHUALERESG (2 EHF/NK
30 B4) ARGFASIWREEIAZ@RTE. b, SARKIEH
R, ETRESERRARKRFT RALEGEEK, Flde, Fv Tl e
SEBK, Hliwky 2-8 AHEABIAACRABAL, cMNER EH

20
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TERFR#ETRR, IHERRBOAARRERTAH.

AT AR R FHE . FRFE. FRRREMG K, *m%ﬁ
FVANARRARRAA LA MGRK, ARFIFET, R
MR E S —F IL-12 BE, F—FR4ATEERLE rﬁ &4 T

5 MR FERRART A, — K, RFFFRAAGELTER
AFANLERZTOES -BENSHERE, AFANEELA ALY
B # Milstein and Cuello, Nature 305: 537 (1983)). i F L &E %K
FAEHPREGENSER, IBEIBTE 10 PRERESTHT
RRSY, RYRA—FNEAEHGREARLEN., SFALIEPEN

10 FRAFHEHS THEAEF LY, ZRRMK. BUGEFLAFT,
)%= W0 93/08829, US Patent Nos, 6210668, 6193967, 6132992, 6106833,
6060285, 6037453, 6010902, 5989530, 5959084, 5959083, 5932448,
5833985, 5821333, 5807706, 5643759, 5601819, 5582996, 5496549,
4676980, W0 91/00360, W0 92/00373, EP 03089, Traunecker et al., EMBO

15 J. 10: 3655 (1991), Suresh et al., Methods in Enzymology 121: 210
(1986) , EHIIANKXTEANETHSLTE,

AFAREAGFuAmsPd i IL-12 Fk (&#Hh4E 1IL-12 3k)
QA AETTAERAETE IL-12 £48& A0, FEERFREEAK
i, Bk, REAAFHEALFENARS, PTER. BEXEFHR

0 BEéFe/AEL RS ERFAREEAREARREGRLAGIAKR. KA
BATAR., REATRAGRAQFIEERE T ENEBEBRKEE F
BREE, EATRNEGRERERP/ATHLOGES. KATHEXY
SEREA/IAGEFAE, ARACELSGHETRAATRAILEFLEX.
WA AR BB RIBAELY T5%A T HARL S0RI T HETEHT

25 FlARRFE HAHA, HACA X HAMA BB, F/RASHEFEL T X AMKH
BB R W T 45 300,48 F4 100)(EBlLliott et al.,
Lancet 344 : 1125-1127 (1994), A#3IAL T E AR £ H).
A&

AEARD>BEGRTAATELEY —#H# IL-12 RAREIRZE

0 &, RAAREFHZEARATUAATAGR. 8. BEXIFHH (6%
WA WAA) TREIRER, ATHH. K. A, L7 B8
E2F—# IL-12 KoL, FEHRBERAHEE, IRBLER, FFRR

21



01816961. 9 oo P EE8/611

ik l, ARBRT, 2 —FHERFARNER. —HChFTFLRNAR.
BEd., EHf/AAL2FLRARALCLIOREFRY IL-12 8%
BT EOLERABRFTYSAEY —FR IL-12 RGBS HRY
5 AWM TEEIMNAT. B5F. &F. BHARBEER. AR
halthmie. B8, BE. IBWREF. ARETROEFELR (W
#®EH (bolus) ). AR ELLHH L 0.001-500mg/kg, XHFHFK (I
AR EM ). $ARELLH AR 0.01-5000 pg/ml &b i RE,
A A 6 R AR KR T Cdetd F ik TR AR R QA FOLE R
10 4&.
3] A Lk
AMFIANZEASI MG BB RS A TEATEASE, €
MEBFTALXARGEARARESF/RHREARBT 500 54 KL AR
ATE. HBRHRABEMHEREAHLF, ATRAEMREEX, &
15 HHAARE. OTFAPRAHXRFHEMLECRE, ARELIAUT
WK S R # . Ausubel, et al., ed., Current Protocols in
Molecular Biology, John Wiley & Sons, Inc., NY, NY (1987-2001) ;
Sambrook, et al., Molecular Cloning: A Laboratory Manual, 2nd
Edition, Cold Spring Harbor, NY (1989); Harlow and Lane, antibodies,
20 a Laboratory Manual, Cold Spring Harbor, NY (1989); Colligan, et
al., eds., Current Protocols in Immunology, John Wiley & Sons, Inc.,
NY (1994-2001); Colligan et al., Current Protocols in Protein
Science, John Wiley & Sons, NY, NY, (1997-2001).
A KA 6 Ak
25 AEAHEY —F i IL-12 RATUELR B RAAR N oG @IL R .
BRASMPA . RAENBRIEAREL MGG T ERZA L, 4=, Ausubel,
et al., ed., Current Protocols in Molecular Biology, John Wiley &
Sons, Inc., NY, NY (1987-2001) ; Sambrook, et al., Molecular Cloning:
A Laboratory Manual, 2 Edition, Cold Spring Harbor, NY (1989) ;
30 Harlowand Lane, antibodies, a Laboratory Manual, Cold Spring Harbor,
NY (1989) ; Colligan, et al., eds., Current Protocols in Immunology,
John Wiley & Sons, Inc., NY (1994-2001) ; Colligan et al., Current
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Protocols in Protein Science, John Wiley & Soms, NY, NY, (1997-
2001), ARASLIIAKEAHEE,
TABEEIAZTLEHLERBAR, B /R IL-12 G R
2 (LHELARLST, FEAK) H#HEA IL-12 EAREL ARG R
5OMABK, TURAMBNTEFEARLCHFRALERILHHIAK, T
ARE S QB ARFE LA RMIR A >4 L5 EFAAK.
E—®FEY, TUALBAESHARLABREAFRAEATL BEG
FE. MRt T REBEMRER, ¥lie, 2R T Sp2/0, Sp2/0-AG14,
NSO, NS1, NS2, AE-1, L. 5, > 243, P3X63Ag8.653, Sp2 SA3, Sp2 MAI,
10 Sp2 SS1, Sp2 SAS5, U937, MLA 144, ACT IV, MOLT4, DA-1, JURKAT, WEHI,
K-562, COS, RAJI, NIH 3T3, HL-60, MLA 144, NAMAIWA, NEURO 2A %,
X4FHBE, RRAARCHGETC@BE. L, #ld, www.atcc.org,
www. lifetech. com¥ . FIRAAK F L MR tld, EXRTFLEGRLYE
GRmIE. SFRRmE. hemp. AARACLE@RR B @K,
15 AECHMEARAFLAIBAERRATERIMERR CR FHam
o, XEFFHTARNARARIFBEE, EAXARMRY. BE. @8,
BRE.RBAY. AHHW. k. RITHH. &4, FHLHWH. S
2.5, LWF GF. KX, LEAHHAFL DNA, cDNA, 1DNA, %
#24K DNA & RNA, vt&k4k DNA 2 RNA, hnRNA, mRNA, tRNA, #4&. 4%
0 REZE. BXAFNFRAES. N, #lde Ausubel, Bl E, F= Colligan,
Immunology, Fl.k, =%, EwIIAKHLE,
TR EMBELTANABRABGRE LA GARLCE LY
SR RARE AR ELERF., O TARAETACE S BT @RRE
BAXEAGIRA. ARZNEIAEAGABRIAARSER. TUuRAR
35 HFHEBEREGIAACE LG FTESERLO ML (LXK ) RELS
e, FARAABFERERBESERLCA T EHT AR, PALRAH
TR G IR @ T LB i3 Y 6 R 2 (Jo BLISA) # 47k .
TARARLCEEN LR EEA TR ARGIK, 0, 12
AT AGBRNFade [ R F R GAEEB = EARBITEARBRL Y
30 KRAFZFAOXAE (AL EHH, ERRTERER. BBEK. FEER.
RNA.cDNA % . & 7 X M ; 3o T vk § F Cambridge antibody Technologies,
Cambridgeshire, UK; MorphoSys, Martinsreid/Planegg, DE; Biovation,
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Aberdeen, Scotland, UK; BioInvent, Lund, Sweden; Dyax Corp., Enzon,
Affymax/Biosite; Xoma, Berkeley, CA; Ixsys, J., #J]4= EP 368, 684,
PCT/GB91/01134; PCT/GB92/01755; PCT/GB92/002240; PCT/GB92/00883 ;
PCT/GB93/00605; US  08/350260 (5/12/94); PCT/GB94/01422;
5 PCT/GB94/02662; PCT/GB97/01835; (CAT/MRC); W090/14443; W090/14424 :
W090/14430 ; PCT/US94/1234 ; W092/18619; W096/07754; (Scripps); EP
614989  (MorphoSys); W095/16027 (Biolnvent) ; W088/06630;
¥090/3809 (Dyax); US4,704,692 (Enzon); PCT/US91/02989 (Affymax);
¥089/06283 ; EP371 998 ; EP550 400; (Xoma); EP229 046;
10 PCT/US91/07149 (Ixsys) ); R A= £ 4 KX & &G - US 5723323, 5763192,
5814476, 5 817483, 5824514, 5976862, W0 86/05803, EP 590 689 ( Ixsys,
HAMTEAGTFREME), ARSI FIAEZIELE)  RIRMFHAE
M EBEHERREES (FFRAE AR SHH SCID &, Nguyen et al.,
Microbiol. Immunol. 41: 901-907 (1997); Sandhu et al., Crit. Rev.
15 Biotechnol. 16: 95-118 (1996); Eren et al., Immunol. 93: 154-161
(1998), HEAXMAMAEAFTHEHYLERIAMSILS ) 2BFTAR
Wik, XBEFE R QIR LRRT, AR (Hanes et al., Proc. Natl,
Acad. Sci. USA, 94: 4937-4942 (May 1997); Hanes et al., Proc. Natl.
Acad. Sci. USA, 95: 14130-14135 (Nov. 1998)); $mpb ik 4 3%
20 R (FeitF ek @m0k ik ("SLAM") (B ¥4 5,627,052, Wen et
al., J. Immunol. 17: 887-892 (1987); Babcook et al., Proc. Natl.
Acad. Sci. USA 93: 7843-7848 (1996)); BEBKRMF AN @K (Powel 1
et al., Biotechnol. 8: 333-337 (1990); One Cell Systems, Cambridge,
MA; Gray et al., J. Imm. Meth. 182: 155-163 (1995); Kennyetal.,
25 Bio/Technol. 13: 787-790 (1995)); B affit# (Steenbakkers et al.,
Molec. Biol. Reports 19: 125-134 (1994); Jonak et al., Progress
Biotech, Vol. 5, In Vitro Immunization in Hybridoma Technology,
Borrebaeck, ed., Elsevier Science Publishers B. V., Amsterdam,
Netherlands (1988)).
30 WA AR IR A S b TRRABRMIEARAKGFE. —
B, ARUCKIELGAEEE A RSN FEARBHERLR, Hlio,
EXRBRFRETIA. AR, FARKESIACHASYH. XIBAXEK
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10

ABMAL—BMHE BN A, —BRROETLEAFING “GN” T
ERX. BEERAECLHR. oA Ig6 FF7IAF T, Hid

www ncbi.nlm.nih.gov/entrez/query.fegi; www.atcc.org/phage/hdb.html; www.sciquest.conv;
www.abcam.com/; www.antibodyresource.com/onlinecomp.htmi;
www.public.iastate.edu/~pedro/research_tools.html; www.mgen.uni-
heidelberg.de/SD/IT/IT html; www.\.Nh.ﬁ'eeman.com/immunology/CHOS/kubyOS .htm;
www.library.thinkquest.org/12429/Immaune/Antibody.html;
www.hhmi.org/grants/lectures/1996/vlab/; www.path.cam.ac.uk/~mrc7/mikeimages.html;
www .antibodyresource.com/;
mcb.harvard.edu/BioLinks/Immunology.html.www.immunologylink.com/;
pathbox.wustl.cdw~hcenter/index.html; www.biotech.ufl.edu/~hcl/; .
www.pebio.com/pa/340913/340913 html; www.nal'usda.gov/awic/pubs/anﬁbodyl;
www.m.ehime-u.ac.jp/~yasuhito/Elisa.html; www.biodesign.com/table.asp;
www.icnet.uk/axp/facs/davies/links.html]; www.biotech.ufl.edu/~fccl/protocol. html; www.isac-
net.org/sites_geo.html; aximtl.imt.uni-marburg.de/~rek/AEPStart.html;
baserv.uéi.kun.nl/~jraats/linksl Jtml; www.recab .uni-hd.dc/immuno.bxpe.nwcdu/ ;
www.mrc-cpe.cam.ac.uk/imt-doc/public/INTRO html; www.ibt.unam.mx/vir/V __mice.html;
imgt.cnusc.fr:8104/; www.biochem,ucl.ac.uk/~martin/abs/index.html; antibody.bath.ac.uk/;
abgen.cvm.tamu.eduw/lab/wwwabgen.html;

www.unizh.ch/~honegger/AHOseminar/Slide0 1 .html; www.cryst.bbk.ac.uk/~ubcg07s/;
www.nimr.mrc.ac.uk/CC/ccaewg/ccacwg.htm;
www.path.cam.ac.uk/~mrc7/humanisation/TAHHP .html;
www.ibt.unam.mx/vir/structure/stat_aim.html; www.biosci.missouri.edu/smithgp/index.html;
www.cryst.bioc.cam.ac.uk/~fmolina/Web-pages/Pept/spottech.html;
www.jerini.de/fr_products.htm; www.patents.ibm.com/ibm.html Kabat et al., Sequences of
Proteins of Immunological Interest, U.S. Dept. Health (1983),

EREIIIANEHRE,

HER/ANAFINTARTAYLARKE, SATAY. HBRIEHLE
A, FEHep. R (on-rate). HHR (off-rate). FhH. #FHH. F
ZHAEELCELGRIE, PARARMDH. REFARA (R F
Fleg RIFESRLH, AAREABRIARLCRARKRTERFERR. £i&
HRBAFL, RERASRRGSHF AP LCHAGEDFRFHE.
ATRHX—BH, BXRABFBERPABRRCF I G GBER I TS
S| A d T HARLEFI I RERFEARLIK, BFTRFE

25
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ZRABERFOREY, FEAAMBERAR 26, AR TG
HELRBEREOFING TR REH T EIELSFATHIG. ¥
EABETERTUSVEALERTOFI DT ERENGTRER,
PP, M BARELEREOSEARGLESRNGEL, AXFHFFX,

50 AR #E FR B, FELSEAFIFRAFILES, AR TR
AR, Wt RARGEFRMEE R, BT, CDR RATRFELAE
BERERBEAGHAH. RANARKGARLRIBALTARALEED
$o b 7 kAT, B, ARRT, A TX#KPRL 45 %, Vinter (Jones
et al., Nature 321: 522 (1986); Riechmann et al. Nature 332: 323

10 (1988) ; Verhoeyen et al., Science 239: 1534 (1988)), Sims et al.,
J. Immunol. 151: 2296 (1993); Chothia and Lesk, J. Mol. Biol. 196:
901 (1987), Carter et al., Proc. Natl. Acad. Sci. U. S. A. 89: 4285
(1992); Presta et al., J. Immunol. 151: 2623 (1993), £ B ¥ #|
5723323, 5976862, 5824514, 5817483, 5814476, 5763192, 5723323,

15 5,766886, 5714352, 6204023, 6180370, 5693762, 5530101, 5585089,
5225539; 4816567, PCT/ : US98/16280, US96/18978, US91/09630,
US91/05939, US94/01234, GB89/01334, GB91/01134, GB92/01755;
W090/14443, W090/14424, W090/14430, EP 229246, L XIIANEF—
BIBRUEASE,

20 # IL-12 HARETAER B S R 8 = A A XK A AR ARA
GEARFHY (K. XK. TR, FARKEXF) x4, stk
HRERFo/ RRKMRT s, FEAXR IL-12 k@R -TikBi$iE
A FERNREFHHT S EHFKRENL, HlBIXTARHBRGT %K.

TAFEABARREASGALRBALERRTGHEABRSHRAE

35 WA FEFAN (Hlde, L2RBRFHEARTF Lonberg $45 £ E & A
5,770,428, 5,569,825, 5,545,806, 5,625,126, 5,625,825, 5,633,425,
5,661,016 #= 5,789, 650, Jakobovits % #5 WO 98/50433, Jakobovits %
& WO 98/24893, Lonberg % &) WO 98/24884, Lonberg &) W0 97/13852,
Lonberg % 45 W0 94/25585,Kucherlapate % &) W0 96/34096,Kucherlapate

30 % &% EP 0463 151 Bl, Kucherlapate %44 EP 0710 719 Al, Surani %
¢y £ 8+ 4] 5,545,807, Bruggemann %44 WO 90/04036, Bruggemann %
&) EP 0438 474 B1, Lonberg % &5 EP 0814 259 A2, Lonberg %44 GB 2 272

26
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440 A, Lonberg et al. Nature 368 : 856—859 (1994), Taylor et al.,
Int. Immunol. 6 (4) 579-591 (1994), Green et al, Nature Genetics
7: 13-21 (1994), Mendez et al., Nature Genetics 15: 146-156 (1997),
Taylor et al., Nucleic Acids Research 20 (23): 6287-6295 (1992),
5 Tuaillon et al., Proc Natl Acad Sci USA 90 (8) 3720-3724 (1993),
Lonberg et al., Int Rev Immunol 13 (1) : 65-93 (1995) #» Fishwald et
al., Nat Biotechnol 14 (7): 845-851 (1996), AL XLIIAEFE—F
XRAEHSF., —F&, IBIZOSE)—HELAE, AL LAREG
SROTFE) —HALRKRETOAREY DNA, €HATT SRR EH,
10 RTUR#AMTHRBEEH. ZPATFTHARRLRREG AR BT AHR
WARER, AMERFHIHFLEHARBERAB LK DG KGR
TRABARRETIAFTERTIAR BT FRLERUEERTELS
Ik, BFEOHERARERTEAAMTARILEMOGEAAR. K
Reiw LG PR Tp ik R AR BN S0t . BT BRF I RET A 35000
15 RESREK, EFRAN S-100 AREAB, —HKKEHY 8-25 4
BAR., RTFAERIAEGELBNRFEOR T &, LFHET —EF4H DNA
., HEAVORAXLAARIABRAO LB RTHRAET . SR EHARR S
AR AR THRAET G RDEHRFS . XbFEHBET PCT £4)
AFF 91/17271, 91/18980, 91/19818 A= 93/08278. A T AKX A H
0 HRERERWNEAGIMEESRFEL S K. I PCT ¥ A2 92/05258,
92/14843 A= 96/19256. L E B £ H| 5,658,754 F= 5,643,768, BRE T
E | BAARF LR H £ TAM Invitrogen (Carlsbad, CA) = Cambridge
antibody Technologies (Cambridgeshire, UK) ¥4t HWHF. L, 4
4o Bnzon 45 £ B £ 4] 4704692, 4939666, 4946778, 5260203, 5455030,
25 5518889, 5534621, 5656730, 5763733, 5767260, 5856456; Dyax & £
E & #] 5223409, 5403484, 5571698, 5837500; Affymax &9 £ B + 4|
5427908, 5580717; Cambridge antibody Technologies & £ B ¥ #)
5885793; Genentech # 4 EH ¥+ #) 5750373; Xoma #9 £ H %4 5618920,
5595898, 5576195, 5698435, 5693493, 5698417: Colligan, R L
30 Ausubel, FE}J_E: Sambrook, Fl b, AL XIALEFAERF LY
(U E S 28
LT REREY —FHBR IL-12 AAGEREAFRA B S RH

27
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Lehdh, Mmw&ERAERASIER, MRS bLF. . 5. FF%F,
CMERINLAF FAX dHgk, XEHPYTlEd Sseg iR, L,
#lde, 2 RB-FEE E 4 5,827, 690; 5,849,992; 4,873, 316; 5, 849,992;
5,994, 616; 5,565,362; 5,304,489 %, AL IIFIAKEHEE.

5 ATURAE Y —FHBR IL-12 RAGHEBRESEED RS RS
ERFme Tt FERERA, HERSATAGHE A BB IFZHIMA
dmpe (Fliw, ERRTFEEFELR), A& RLAGIK. £H
FRFRGES, CEANEAREETATGHRTR/XETELE
8,4, A 5$NEFHF. N, #de,Craner et al., Curr. Top. Microbol.

10 Immunol. 240: 95-118 (199N A XL FII A K. RAH, LLRAAHR
BEAARLAEZKFRLEHI DTG, AAHEFRFTALCES
RAFASMARRARLEWNZEG. I, #l3e Hood et al., Adv. Exp. Med.
Biol. 464: 127-147 (1999) A XTI AR, LLENEXHHEY
FF, OCERERTFRLGAERRTREFLETHRE, CERKRER,

15 o484 4K (scFv’s). W, #)dw Conrad et al., Plant Mol. Biol. 38:
101109 (1998) A AL+ Il Ay k., XH, LTURE L FERAH
ARHY =L RKKAGIIAK. L Fischer et al., Biotechnol. Appl.
Biochem. 30: 99-108 (Oct., 1999), Ma et al., Trends Biotechnol. 13:
522-7 (1995); Ma et al., Plant Physiol. 109: 341-6 (1995); Whitelam

20 et al., Biochem. Soc. Trans. 22: 940-944 (1994); AR HE P3| A&
R, CL—BATRAGHED ARG T &, ARLIFIALEE-FL
L =

AEAARETAUART LB Eob K) L£4A [L-12. £—Fhk
RRFTEY, AEAAHGEY —FHARLLERAETAERAGFoRLES

35 A IL-12, #lde, AR EBIRAKTREA IL-12 &4, £ K, FFXR40F
4 10M, #lde, AFRBRTF 0.1-9.9 (RAPHEELEHREEML) x10
107, 107, 1071, 107, 107, 10V REPHEETE B RIEELL.

RBEERRAFRRRFRITURAEZEEIATEHTERZETRN
Z. (W, %4 ,Berzofsky, et al., "Antibody—Antigen Interactions, "In

30 Fundamental Immunology, Paul, W. E., Ed., Raven Press: New York,
NY (1984) ; Kuby, Janis Imszlunolo, gy, ¥. H. Freeman and Company:
New York, NY (1992); A bR &5k ). WwRERFGGFA (XK

28
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B, pH) TRIZE, FIRZHHFERAR -REBIEAGFFAETARE.
B, i AiFERAFRLRER. RESEF R, AR EGEF R
MNEFRRBLECRE - RAELSEK (FlK, K, k).

HBRaT

5 FRXERBEGIZE, %S SEQ ID NOS: 1,2,3,4,5,6,7,8 P&
EV—#. ARRZAKR. ERIKEAFFAGEDS T0-100%49:5 % KA R
HHEFRFF, RECSXBFFFHES —FGRBEAR, TURIER
RFHEXRABRN I F ERRRBEY —F 4 IL-12 ARG REAH
ZBaT.

10 AR PGB TTvAZ RNA B X, ¥4 mRNA, hoRNA, tRNA H4£
EXEHXN, ATURDNMHEX, ¥, PFrRFEAILERSGARTL,
KEEFEESM T AL cDNA fol F 48 DNA, DNA TR R =4, MEARE
4, REMEEHS. DM R RNA HEV —FHEHEERITAEZ R D44,
AR X8, RTUARFRAE, LARERLNLE.

15 AEXPAH S BHBEY TTAQHELH T A% 44E (ORF), {Fix LA —
FREFAASTFHHERS T, Hld, 2 RRF £ —F £4£ (32 SEQ ID NOS:
1-3) £ &4k (3= SEQ ID NOS: 4-6) 4 £ % —#F CDR, 4= CDR1, CDR2 A=/,
CDR3 9 &V —AHZHS; @47 IL-12 RAXRTERGRLF 7| 494
B4 F (3 SEQ ID NOS: 7,8); AR GAEAARF FLAR LGB ER

20 FIHBEBST, o TELELSRFE, ENBREBILEHLEf/
RABBAFBEY —FR IL-12 Fk, SR, EAFLZAMRA L
#. B, RABRERAARHEIHKRBRELAGHFHI IL-12 4k
ORABBRETAZFTAN., L, #ldo, Ausudbel, et al., L, Xk
BREARCGELERKAT. RAAG S BHBRS T 653k R4 B4 F €.38 SEQ

25 IDNOS: 10, 11, 12, 13, 14, 15, €414 %2+ & F4% 45 HC CDR1, HC CDR2,
HC CDR3, LC CDR1, LC CDR2, LC CDR3, HC T X Rf LC TEHEXe43Erk
bk g A7 BR &4 )T

F—FHE, ARARBTEADOSERETHERREAHRAR
Rt IL-12 RAKRES BHBLS T, IREES R L LEL K

30 AATCCHRBRT__ K&k, F__ KRR,

Jo ey, A BEBR IL-12 RAGBRARALAGE RS F
TAGHE, RARTAFERBRAFEGRERF I GRS, TERAK

29
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RERTGRBFF];, k. HBEARIGERDAET, ABLCHEF,
BlimE ) —FHEFTHERRBERGELFF], SEAIREAETER
A ECeRBET], WEV—HALTF, ANEFECHEREAET,
O, EXARTERD SR VES, wAEZZ. oRNA L, G FEN
SORBMEFBALESTRUEA (Hld oRNA GEBALAORBIR) G E
. REFHFF, ZALCERAR, pRELTHEGRABGLT
5. B, RBRAGEFTALERFRE T &S, tlbitde s
R BERIFS e AR A6 IR 6 B A 5] 5k A,
HEMERABEG S BRI G SBER
10 AEXARBT AL BFREXIEFHTHRRAFHSBERER NG S
BB, Bib, BEAFTETHEIBERTUAATHLE. AAF/RE
FOSHMASBUHBMAHR., fliv, AEAAASHBERTUR FARRA
OXEFER. SBIT NI KAR. A—BTHhFEY, 34
FBRASFGRABAR DNA A5, REFZHFREFARELS B4
15 BRI & cDNA,
Hikd, cDNA XA OELKFFNHEY 80%, HKitO L KAFT W
EL 85%K 90%, EARZEGCASLKAFIHGED 95%, TeAzt cDNA X A
ATHRBN, AEWHARFFIGOREE. KX FPEEALIEH—&. 12
ARENA TN TFEAFINGFFNERARBKGFT]. PERGES
20 HBEFHELATEAESZERABRGAT. KRESREIEASALFLY
B 1% FFFRRGFFIGEERER, FATUAATFEAERZLARE
FHRAEERRFF.
FEAAGEHEBRERREOMABRASIBERBEAGRIKG E
Iy, RAAKEBRFROETUATERBERL VHRAY S 4
3 FREFBRXGEBAS]. I, #id Ausubel, Bl L; Colligan, F E,
IS AP T ¥ €
HBR R
AEAAEBBRTAAN AR MBS0 @) EBFE, O)ASRE
A, () ABARARABESHFHE.
30 BRTAFTHBEOLSRALAH SHEBAIGAFF . B, Tk
HEeE—NAIAAMBREBRAIERG S LB EBAER, AT
SHERYGSE. LTUBATHEGF AT RL Akt n s

30
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BEBREATE. #le, —FHXARBAFRAINRSTHALRALANETE
O FRF k. RBBFFI, FEAGHBRERAR TAEF/XAL
AEAHG S BHRGBHR. £HDRIEX,
EXF A EA/REAEAFFPLTARALECFF, AFHALCNTE
s ABA/REATHNE, ATHFUSLFESLSE, ATFa#EZIHF
BREmRT A, LERA. RERK, £BWE LG AERLM
WPy, (See, #ldm, Ausubel, F] L; K Sambrook, F_LE).
MBEBROGEA T &
AL BEHRELSY, o RNA, cDNA, KB4 DNA R EE&EHS
10 TARRFBEBARAR S EMAR T EREWRBFRA. A2
KHFEP, EPREHTLRERLEALVHEBEREIGFLER
AT T & cDNA 3 A B 28 DNA S ¥ 64 BT & - 51 . RNA &9 4~ % A= cDNA
ARKABRAIEGHERRKARERAERAR AL, (L, #lb
Ausubel, FJ_Lk; 3 Sambrook, F]_E).
15 BBBESEFE
TURAETARAEAN S HEBRAF 7 694K 4 hik cDNA XA BAX
B, st Bra. TARR4T 5 A B4 DNA X cDNA FH e, A4
BMFARXTRAALADATHRARE., KAREARARKES, ARTT
TR R ERBEREGER, BXREENA T GEE AT
200 R, SEIFHESAE, KétfefeFaZ b 2404025,
BHTRBRREER, PEAREETAREE. 5FRE. ol T8
FRYSEHRENGAETH—ARSAFHEFEH. Hlo, EIH-
HETABIREREHERGEERFTEIBEE, REAHERGHEME
TABEH o 0% - S0 EE ARETBREGRARKE. THEMYG
35 HOMEBERGEAMREE (FAIFRM) BREEZIAMAS/XEEN
R mE., ZAMERERMEH 100%K 70-100%, RA PR
AERAEEE. Ao, BEE®, BN DPHIEFFAERTAE
RV § X Fo/ RBEN G R RIME.
F ¥ RNA X DNA W5 R AHBASedy, TIARBEIIGH T4
30 FRATFALN, ARAELISIHER.
Sty 3 RNA X DNA 95 ik @, ERRTFREBE&X KA (PCR)
FeAB K Y 3 F H(N, Hlde Mullis F&5 £ B+ A 4, 683,195, 4,683,202,

31
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4,800,159, 4,965,188; Tabor % &4 4,795,699 #= 4,921, 794; Innis &
5,142,033; Wilson %44 5,122,464: Innis & 5,091, 310; Gyllensten
¥4 5,066,584;Gelfand & &% 4,889, 818;Silver %49 4,994, 370; Biswas
#) 4,766, 067; Ringold #9 4,656,134) #= RNA A6 %, mF ¥+
s R T e R L RNA 4E B8 A T 4% DNA A% (Malek ¢ £ 8+ #)
5,130,238, B u &b NASBA), ZEILXFIAME AF kb 5E,
(J, #l3= Ausubel, Bl L; 2 Sambrook, F E.)
Blde, TAM RS8B4 XE A (PCR)FARMAE L DNA X cDNA A&
ARV HEARXNGSBHFBAFIFMELR,. ©TA PCR FiLE kit
I FEFEAEEZRAEAAZTAOHNRDERAT, $1&60 FRAMS T L
FAEE nRNA ¢3R4, SHBRANA, ZIATIH. LERSEEAA
RERBIL T H F k9B Ry #F L, Berger, Bk, Sambrook, F] L,
A2 Ausubel, Flb, oAZ Mullis $64£H 44 4,683,202 (1987); R A&
Innis %, PCR Protocols A Guide to Methods and Applications, Eds.,
15 Academic Press Inc., San Diego, CA (1990). A T A B4 PCR 53w
B RXN SR AR C L. L, #ide, Advantage-GC K B4 PCR X
# & (Clontech) . stsf, 4w T4 A H 32 & ¢ (Boehringer Mannheim) 7T 1L
A Ttk PCR g > &,
M) B A R T ik
20 AEAHBERETUARBE O FTEBIEBLFLRMHE
(), #ldo Ausubel ¥, R L) HFLR—BELLBBER, 52
BEEFRTAEL S TAFF| X RB LA LEE YK, 28 DNA B
LB ITREATBA N DN, RARBRAR TR, X% DNA 4
FERTARMASL 100 RESBRAGHF], LTRELREFF 44
35 BERABRRGFF.
FHAEE
AERAHE—FTRBTOLELVNHEROELEARE. KX WH
BA5, B, RABRKLAHFAKEG cDNA RABLFF T A FHyd
FUHUREAE, BRAEAETUARFAEY —HESWBIimp. THaAE
0 B—ROLERLAVNNEBER, IS HERTRERARTRS ST
BREBMBEITHRORIRBATFA. FERAERAR (FAE
h) BHTFTUARTRERLAHERS FooRE.

32
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E—2EZXFEF, ¥ARFTF. BEFRIAALCABU I EH BT
AFAFTLXAGEBERAFEFABXPHLELLEE (LAFRAELSFL
#H. THIAR), AELAXTRARALAGSBFRGERE, #,
TABERE., £HRP/RBARAARKIIEKEARARRLEFHTF.
5 BAFmimie
AERLFTROLRELNANBERY FHEK, AEASALE
IR EEEE, AABLRAABE A PO EUBRRAFLEY R
IL-12 #4k. A, #ldw, Sambrook %, R L; Ausudbel %, Bk, fst
e GIPN S F X N
10 FHEEBRTAMERESATERER LB AEE, ATAREI PR
B, — &, BABEEARFA—FRLREY, FlBRELRE, RFEAL
ARELEBRAGELY. pREARZRSE, TUALSHOLEMBRARL
CEEHTERIAN.
DNA AWM TUAREREZE LR TERE., REAMERE T o448
15 FRELE. HRLLLEEFHRZEPHLEE, AEAR THEFOHEEA
BoER., AHEARRGAREEIDAGRARIKEL Q445 TRt
LB EFREEST Fois THMELN oRNA RBE LS LB HL LA T
(3= UAA, UGA & UAG), "H3Lahdp R A4 Mk A2k R A UAA F= UAG,
AABARR A EELROSEY —HTHERT, XBFRAE, H
20 3=, ERRT A MREFp G R T HE% MTX) . = Ko} 823% & & (DHFR,
£ B+ 4] 4,399,216; 4,634,665; 4,656,134; 4,956, 288; 5,149, 636;
5,179,017 . RFFHEE. HE X G418) . FH R A5 A BIEA RE (6S,
£B8EH 5,122,464; 5,770,359; 5,827,739) HMHAE, REXHH
HRACHBAARBADOIREREAFFAELARAR (LR $HA
35 WAXFIAEALY). LABEIWREGELE A LRLHS R AL
Bk, EEABRRARBRBERARESERY. TABIHRE
k. DEAE-LBHNFHHL. AIEFRAA~F L. LFIL.
By RERIALCCLETERBARNERTARION. XBEFEAKR
ARRA #3£, 44 Sambrook, Bk, 1-4 #= 16 - 18 &; Ausubel, F]_L,
30 1, 9, 13, 15, 16 #*.
AEARKES —FHRAEATRAABHAHEX, AledBeEa8EX
RE, FRETUREOKSTERETFLECFASRLE. i, ACHEALAHK

33
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R, AR FTELREABRBRTAFEMEIREKYG N ShBatsiib R E
LA AL EPAR I PRI, LT AR ARLAGK
HopHmEREAGTA, ARHHL, ZBRETAERERLE Y
“AREHRAHELTNER., IBFEPRETASEBRETFMH, Hld
5 Sambrook, F) Lk, 17.29-17.42 #= 18. 1-18. 74 ¥ ; Ausubel, FJ_E, 16,17
=18 &,
AFREBEARARTH, FEREXRZARTUAATFRERZBRE
e RO M.
hinH, AAPHBRTUEALACSRBALAHRAKRG AR
10 M DNAGYEE@MAPITH (turning on) (BITHKE) REZ T F £
ik 3 ik R KA A Ko by, e R T A B E 4] 5,580,734, 5,641,670,
5,733,746, #2 5,733,761, E®IFIAF—E S FEH LS,
ATEEARAE. ABFIXRSRERGTHRGBIRZFDAHFELS
e, AW e EE—BRALEMRAGH X, RETREAHRL
15 SHHMRBFRIEDWEEE. FARFLEARTHEBRETE
BALZEOAHELIEIMHE, €3 C0S-1 (d» ATCC CRL 1650), COS-7 (3w
ATCC CRL1651), HEK293, BHK21 (%= ATCC CRL-10), CHO (= ATCC CRL 1610)
#2 BSC-1 (3= ATCC CRL-26) “mje %, Cos-7 4mfie,, CHO Zmjg, hep G2 %m
#., P3X63Ag8.653, SP2/0-Agld, 293 4mje, Hela @M%, ©MNTRE
20 BB EEAAERBHER P S Manassas, Va (www. atcc. org) &K
2. HAlkikeh % 2 mAe L P3X63Ag8. 653 MM (ATCC FR#& 5 CRL-1580)
Fo SP2/0-Agl4 MM (ATCC &5 CRL-1851). £ —#F4% Rl4hik & L%
4, F44mM02 P3X63AbS. 653 X SP2/0-Agld mk.,
XM R EBAETRAOL—HASHUATREAZMNAF, #l,
5 fARBRTFAHRE; BT (FHBRFHSVI0 B30T, MV EBSHT (£
B % #) 5,168,062; 5,385, 839). HSV tk. pgk ( BEBRHh B8 ) A
#HF. BF-la B3 F (LEEH 5266,491). 2V —FHALLAREG
BHF), BEBETA/EmIETLAE, HlBBALAS4E R, RNA Hi
1. RBFBRAEE (o0 SV40 K T Ag BEMRFMRE L) PRL
30 WFHFF. N, #d Ausudbel %, Fl E; Sambrook, ¥, B E. LT A
FEERAAGBBRA TGN BRALLGF/RTHFEG, flAE
HAERMZRADERBRPOBRAFEZLE B X (www. atce. org) KA LR
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%3,
R AEEImes, BRERBREFRALXEZLLETAFINEAN
B, REFAING—ABITFRAROTFERBET ARG RBRF RIS
S| TR TARATER ZHGFT . FBEF I — /6] F & SV40
5 &) VP1 A 4-F (Sprague, et al., J. Virol. 45: 773-781 (1983)). 3t
S, AFEHEIMET LHGARFF T A SN RARRA Fo 0 F K
i
FAR G sE 40
T kil e b 7 kN E A Mot it P @R siibdn IL-12 Fuk,
w A FEOHE, BRABRT, TG A b, ABRERCEHRLKR. BRIFR.
PETRABTFTRREN. HREBEEN . RKMEHEREH. £
B BABKRE B AR R & EH . L TARA &R 48 &4 ("HPLC")
#4744, W, #H4w, Colligan, Current Protocols in Immunology,
& Current Protocols in Protein Science, John Wiley & Sons, NY, NY,
15 (1997-2001) , #ld=1, 4, 6, 8, 9, 10¥, ERALIAKLEE.,
AELAHRACERREN T, RELSREF W, AAELE
MBANEE. HFHY. R2 P HldDBRFABBEI LG Y.
RBEAFHFABRBEFFEANGT L, REAAHIEKRTUAREAGTART
AMBERALRTARERA, REBEEAN, XBFTEHETHSEE
20  EF M, ke Sambrook, B Lk, 17.37-17.42 ¥ 4~; Ausubel, Fl Lk, 10,
12, 13, 16, 18 #= 20 #; Colligan, Protein Science, B Lk, 12-14
¥, ERAXGIANMAREBILRESSF,
# IL-12 Fsk
AERHTBRACOHEZTE LN I BT RAEAYILEAN TR
5 HREEABFF, REZTSBGIAFEHIAK., ARKIRLRLES K BRA
WHEASA IL-12, FARBLSARARA LT FERAGE S —FLHFEM.
HOREAREFFRES—F IL-12 ZARFE ARG EHFRGRERL
HERSARATRAELZEAOIAE, Awdsld I1L-12 5 [L-12 £
KO EENFHRRAE IL-12 RFHER IL-12 A3 QH . LA 2 o
30 KRi#EF “PHRik” ZRABEHFRAGRZE, TAHHY 20-120%, Kk
£5%10, 20, 30, 40, 50, 55, 60, 65, 70, 75, 80, 85, 90, 91, 92,
93, 94, 95, 96, 97, 98, 99, 100%&y IL-12 4k B F R IIK, 3 IL-12
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AR H IL-12 RMBERNE IR EELE ) —FELHY IL-12 &g
RFARBZEF FRATRME, PREABES/RETER . FLAH
AFAETIARMEE XA (16, IgA, IgM, IgB, Igd %) XEHH, T
xR NEHR, E—FHERAFTET, ARBEGE—A [g6 TA/AKBRE

5 R, #lde, BAR 161, 1g62, Ig63 & Ig64 THES —F. XA
ARG RARTABRIEASAE) —FALHE (3o [g6, Igh o IgM (o
vl, v2, v3, v4)) #LANEARIRARLEEHAREAFTLDY
&, whAHHREf/ KRB HFN e, EHF—HERAFTEF, RA
IL-12 Aduik @8 —/A 1861 T4 fo—A 1561 245,

10 AEPHEY —FRRESES—FHEFT IL-12 4. LB X,
FE. ¥R AERTHLSAEV —FHTRE. TEE) —FERECE
EYV—ARKELAR, ZRALHAZTAHEY KL, Rk d
FrAEAHE Y —Amist. TEE., ERKE. SFERBIRRTEA.
R E Yy —#BERAETIAGS SEQIDNO: 9 E YV 1-3ARKBKE SEQ

15 ID NO:9 ik RAMG T ERH T RS YETASL.

AL AHAARKRIRBRLESRBE—RBKLLE— NI RARLELK, #K
OLEV—NERTERYEV —AAZAEZRK (CDR1, CDR2 #= CDR3)
REEFLE) - ANBETEEHES —AALIIRZRK (CDR1, CDR2 F=
CORI) REV XK., AHERFMGEH, RARRRLESHRTREA

0 TAELEYV—# B4 SEQ ID NO: 3 8y RABEA 5| ¢y £44 CDR3, Fo/ K
B4 SEQ ID NO: 6 ¢4 RABMAF 984t CDR3. A—FREZHERFTE
b, RARIARABRLSRABRTUAREA —HRELLR, GRASAAMAE
CDR1, CDR2 #=/3% CDR3 ¢4 R A B A% (4= SEQ ID NOS: 1, 2 #e/X 3)
¢ % —A-&4%4 CDR ( Bp CDR1, CDR2 #=/ CDR3) 9 £V —¥% 4. &%

5 —HHRERFET, FARIRRESGFRSREATAEA —FHRELE
AR, %R &4 BA48A CDR1, CDR2 A=/ CDR3 4 KA BAF 5 (3= SEQ ID
NOS: 4, 5 F=/3K 6) ¢4 £ —A-424& CDR ( BF CDR1, CDR2 #=/3 CDR3)
HEY—uy. E—HRETATETY, REIARLESHERG=HE
4% CDR #= = #F 4244 CDR ALA % % 34k TNV148, TNV14, TNV15, TNV196,

30 TNV15, TNV118, TNV32, TNV86 vy £V —#reh4 5 CRD ¢4 R A A5,
ot it R E ., TR AFTAERE LK RAEGEMRHS (3= CDR. #
BR)AFERAE -RAHEXERK, LTUABLFHREL DN HK
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BEMACELEFTEHNEREE—F (F—FXEH) GRREKGER
oF b & ik,

#IL-12 RATALLEV —HEAAXREABRF N ERA LR
TER., #lde, A—FHRRERAFTETF, & IL-12 ZAKQESEV —F4E

5 #%EA SEQ ID NO: 7 A RABMFINHEL/TERf/REV —F{FRE
# SEQ ID NO: 8 9 RABMAFIHBATER., £4TFTA IL-12 ke
L REAERFBATEERARATUAZ LT E0E, AERHHK
Ji 7 (Katsube, Y., et al., Int J Mol. Med, 1 (5) : 863-868 (1998))
SR EA RS T &, PARBRAN ol /L TFHAE. #l,

0 TAAA IL-12 AFARABELEFEERIIRFFREG 4L, ZHAR
PRESABREHAALERETATHA LRGSR TRBHST
KR FHAALERTORALAAEAGHELAR,. REL, TURA
R G o/ RAMB A F A BHART LM B & 5B
KELeRECHREATLA@E. AT, TRAZ S RI@RTAL

15 HBEBRILFRIEAARE. ARHZHRIXEA.

AERLT RO EUABEGREARFNEARARGFT T R
EBAFE. RELESGRE. LAREGHES (DR, X ERERREE
AREROSHEHA/R R HHATAAGZEFoE (K DTFRFTH
10°M) A IL-12 4, HhaHRGFFEARRGRARS T 03

0 AAFFEABRBRARFRAABRLIBRR/XRBEAGFT . FTFREBRRK
23, REALE —FERARMAMGL T /I HEFNE (T, &
M. M. AR/ FRE) HE _HEERREE —FREAR. KT
AEABRBRROEA TS AT —FHRABKES —FREAR: HAR
K) . HHEBR)AFHERRM; RAAHK D) F5RRE); REABREN, &

35 RBEQ, 2K2EG), FRAKRM, BEKO, K, R, H, D& E;, A
A Q), HEKROV, FRRL), ABARO), HRAREP), XAHRA
BEF), CREW, FHERM, FRHEBRCOFHRHEG) F, WiV;
C, SHT,

R E B AR A

30 ALK AHR IL-12 AW BRARBFTASEE AT, TAELE
FEKE., ZFERD., LHRIZBEREFSTATRER, XXM
W46y (W (see Alberts, B., et al., Molecular Biology of The Cell,

37



01816961. 9 oM P ZE24/61m

Third Bd., Garland Publishing, Inc., New York, 1994):

P FHERE | = FHENG £ & ZBEREST
A Ala A 2B GCA, GCC, GCG, GCU
C Cys FHAR UGC, UGU
D Asp RA BB GAC, GAU
E Glu -4 GAA, GAG
F Phe EARR uuc, UUU
G Gly 2R GGA, GGC, GGG, GGU
H His m R M CAC, CAU
I Ile FBRR AUA, AUC, AUU
K Lys R AAA, AAG

UUA, UUG, CUA, CUC,
L Leu =R CUG, CUU
M Met ¥ AA R AUG
N Asn RABIE AAC, AAU
P Pro i £ B CCA, CCC, CCG, CCU
Q Gln 2R CAA, CAG
AGA, AGG, CGA, CGC,
. Arg A& CGG, CGU
g Sor ™ AGC, AGU, UCA, UCC,
UCG, UCU
T Thr 7 BB ACA, ACC, ACG, ACU
v Val 4R GUA, GUC, GUG, GUU
v Trp & RR UGG
Y Tyr B R B UAC, UAU |

ALAM IL-12 HARTREOEXEMBEGETIRAARRERIATLR
s HFEHARZANREBERK. FRE .

LR, BRARABAHEABRBRRGKARRATHSEE, &

KRR G, —Kiik, EMLEHR IL-12 k. AERNEAK
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) RABRBRA. BARZTHRGERB TR 40, 30, 20, 19, 18, 17, 16,
15, 14, 13, 12, 11, 10, 9, 8, 7, 6, 5, 4, 3, 2, 1, 4= 1-30 K
AP HEECEIMLEM, wbb AR,
TABEAPRN I F B SR bR A BERAGAL AR IL-
5 MHFARTHRAR, X 2 FEXAEBEHEET (o Ausubel, F L,
8, 15 %; Cunningham and VWells, Science 244: 1081-1085 (1989) ).
B—HMBEFESTYEABRALFAELNBAREL. REANFIY
RESTFTHEMFER, Hlde, ERBTFEY—F [L-12 PHEk, £7T
ABid b dh. BAEARIAAEFRRFRLEFLENIT L TR AL LG L4
10 45,5 (Smith, et al., J. Mol. Biol. 224: 899-904 (1992) and de Vos,
et al., Science 255: 306-312 (1992)).
AL RAGH IL-12 AR TR €36, {2 RM-Fit § SEQ ID NOS : 1, 2,
3, 4, 5, 6 PES—ANHSAEMAAGRABHE Y —FHEY. 57
b8
I5 ALAM IL-12 AXARFEZRSABARTUCIE, 2RBRFikf
SEQ ID NO: 1 ¢#9%E ) 3-5 NS RKB, SEQ ID NO: 2 45 5-17 A%
BRAB, SEQ ID NO: 349 5-10 A4 RAB, SEQ ID NO: 4 64 5 - 11
ANELERABR, SEQ ID NO: 5 45 5—7 Ak R LB, SEQ ID NO: 6 &)
5-9 A4 KAB; SEQ ID NO: 7 ¢ Leu2l, Lys76, Met83, Ser85 #§
20 EV—IFH. FRIHRASL.
AR A3 IL-12 J4k T vh it —F4£% @,4- SEQ ID NOS: 1, 2, 3, 4,
5, 6, TR 8 PHES—AS5, 17, 10, 11, 7, 9, 119 X 108 Ak %
RA B 10-100%F 4 £V —A88 B Bk,
E—HEXFTEY, LEREAXGELBRA XL NS (TH
25 K. CDR)%5 SEQ ID NOS: 7, 8 YW 2y — A WA AYARAREF LA
% 70-100% ¥ B d (=70, 71, 72, 73, 74, 75, 76, 17, 18, 19, 80,
81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97,
98, 99, 100 RAFTHHEREBAREEM). #lr, BETERHRLAKR
A-313TvA%5 SEQ ID NO: 8 &9 A Fl4adl, K &4 CDR3 &9 RABK 7| Tl
30 5 SEQ ID NO: 3 ARk, #hikie, A AMBA4egiE St EME x5 2
FA T0-100%4) RABRFF M (BP 90, 91, 92, 93, 94, 95, 96, 97, 98,
99, 100 XA P 9EE LB RAEEM).
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THMOGTFRPBZETERFH N SEQ ID NOS: 7, 8. RE AR
AAREZERTALESRATAL UG —FREAGEEHRAHESRAL
B, APE&A@ AR IL-12 AP ELEREHA 6 10-100%. H4EE
REBOEFFIKREHZE Y% 10, 20, 30, 40, 50, 60, 70, 80, 90, 100,

s 110, 120, 130, 140, 150, 160, 170, 180, 190, 200, 210, 220, 230,
240, 250 REZ, AATHEECAREEM. o, XBTHAGK
BTARZEE 1-20 9EE R, HleE LV H 2, 3, 4K5.
ABRBBEARARTAER, REAVOKEALRAGE S —FAEHEH
R, EMEBRREAEFRR (FA4R). ARKRIRME AP CLloFike
10 E 20%, 30%R 40%694F A, HEED 50% 60%K 70% FZihik B
ARR. ARHIRABX A Sindukey 25 80%, 90%K 95% — 1000%&5 4% 3%
A, WERZFANLHERFRBEFEGTERRFBRERAARA
Fa8q,
H—FE, FEAATEIEHBEGARKFRRLESRHE, EMT
15 ABLEMEBZANRS RFRBGH. IFHEHTAELELFEH#GH
R FHH (WEGEALFTERN) REAXLRESCAE. &
MBS TRARBERS XARKES AR . A BA TR MmEs L
B, EHFEALATEY, FTARGHABAG>TETRAL 800 -
120000Da, BT AR RN (R =5 (PEC). B & =& (PPC) ).
20 RSB ELSY. REARRASDRBRUHAWERRE, BRI G
BREAATROSY-40AMEKRTF.

AEAGBH AT RBRLELLELRETUGAEREAER [
ERNELCH—FAEFHANRS. ERALAAGTEIRERES N ELEL
QHE—FANESTART R FRRSDHAE . B85 REA H X8 by oL B

35 KA. XZRAIY “BER” QHELEEA_BEK, XEZAME “FXK
REHWEAHR RBERKFRURAFRTGEBRELSHANRS Y. Hlo,
RBRABAKRTIAFRTHERELS. Bit, KAXAAeEELEH
EBERB BB MBS RAR, ETHBHALAGRKRGEKRRLS ST
AR RMG RS I, TULHE, Pl oRERxEE (o PEC. R FAREX-F

30 LB (PEG) . PPG ¥ ), ALY (bFBF. 4%, EB. 2
BE) FRAEARARSY (PRARR. BHAR. RALALAERS),
RAEK (WRIAALKE. RALARF) R CHARBKE, 54
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ARPAGAERAGFRREDEARLIS T ERGS T EREHY 800 -
150, 000Da, 44w, PEGgy,F PEGy, o0p» T FAFRVA Da HFAZ R FHT
R REMEGTE. TUA 1 £4 6 M. 8 R BRI By BRES
AABRRKRFEKRS Y. TARME YL G5 % S5 08B BRRNS M BREs A

s BARRGFRESY. Fle, CBREAAREHTILE NS REIEH B
BEAYR R AREK, JERF MK EAFBREBE 49 L&Y F R A (S A N N-B K —=k
EL) TAEREH Lo XBEE,

ETFSAMHARLAGILARG NGB B Ao g By BRLEE T A R RT Wk &

E—AREANATAEA., ETFHEMHALAGRAGRE RO, Hid

0 E+=5BREC, AHER), ETWRRC, HLZEH), E+ARKEKEC,,
BRI, EZTRKREC,, AR, E-+ B8R C,, LR, £
Z+ 58 (), EWHERBKREC,), MXN-AI-FT AR (C,, HE), £
MX-AS5, 8,11, 14——+5HwHER(C,, £AWHEK), F_8K, twk
—B, tAR-B, ok BRF. SO REOESA AR

5 AEXIREKEAG _BERER. KEARATREALS IAZEY 124, 41
NEYH6ANKRT.

TABIE LG FE, HldBd s —FHREHEHHNEERHES
WA F R R LS RE. ARG “GMHH”7 ZHRaeEFLLA
HELANEAE (F KRS, BHKR. KBRS ). “F/HELHA” £

0 PBEZEFHT, TAEF-_HALFEAARLE, NaBREHHNE5E =
FHUFEAIAGENRGULFEFSRERA., Hir, BEEHREFLE
AaEFhTAR, T ERAKRE. FHREE. 5& (K. £. & #).
N-ZRRABTEE NIS)F. TUAHABRAEGENEA R, #lb,
LEABMEE., X OBRE. ABBE. —Asw. S-RE-2-MAXY

25 BREAEE(TNB AB) . TURBERAS A BB TI98E,
TAERBRALE ZNHREALET RBLSRER L RNAARERE. A
TFHREREAFAS THEL FERRKARAF4) (JLF)de, Hermanson,
G. T., Bioconjugate Techniques. Academic Press: San Diego, CA
(1996)) . FHABTRAEEEFAWEAR (wHEFKRLSYD. BHR. 5

30 BRE)SES, RBIRARFERLS, TRELRSHIAH M C,-C,,
AH, AF MRS ABRFTUREA. RIAAFLRTRA. 244
BRI H I, Hlw, WHB. -(CH),-, -NI-(CH,) (~NH-, —(CH,),~NH-
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#=~CH,~0~CH,~CH,~0—-CH,~CH,~0-CH-NH-. #]4=, AL 1-TE-3-(3-=
FERARE) %= B M (BDC) A& F % -Boc— Bk — B (4% -Boc-
LR, $-Boc-—RATLK) 5REREE, EXEBEFAEHREL
MY BRBER, ARFLCSELFLSGENHN. AWRTE (TFA)
5ORBEFY, AR aREE, TUAMEH LS Boc HIFL, EMBTIA
HLRH—BEBBK, ATAELRBERE, #4756 =HIRLT L
FREBMERAGTER B S RBEEBRATAY. (I, 4. Thompson, et al.,
W0 92/16221, AWFIANELZEHKFHDEE.)
AERGBEHREATAERIBARERRBELES L ES5 555 R
o fmFEE, Flde, BERABEL SR, e, PEC & NHS &, A
HETAERAEUFLEERFRF XES, LTABITRERERRILE
HORBEG_RME (i —Rit) RSB HFOARKIILELEL A
B. RETURBERGAKRRALRES K B ERBEE N BHEHH K
B, AEFERLAGEHAER, TUARAAOZGKBEE Y 514
5 BOSL5RLANRAGHFELLELGANTLHBEHARKMIRE L
4 h ¥ (Fischetal., Bioconjugate Chem., 3: 147-153 (1992); Werlen
et al., Bioconjugate Chem., 5: 411-417 (1994); Kumaran et al.,
Protein Sci. 6 (10): 2233-2241 (1997); Itoh et al., Bioorg. Chem.,
24 (1): 59-68 (1996) ; Capellas et al., Biotechnol. Bioeng., 56 (4):
20 456-463 (1997) ), & TiARA#iA F Hermanson, 6. T., Bioconjugate
Techniques, Academic Press: San Diego, CA (1996) ¥ &7 k.
#IL-12 16 RA G E G E 964 B4 Fk
RECERER KA IL-12 FkSt, RENESEARFTFALA
X EFAERGABER (I 1d) k., 7 1d RAEZRIBBEZEY
3 B, MARRE—BESF —FREAGABRLELSRMME. TUARKR
F2 R HERERE%HN Id RARRG DDA B PLEAR (o
DR Bshdh, Ame & 1d. HEE Q3B 58 ik B
BrZRAMAFERE, FRZAR 1d AR, 3 1d RELTUAAH
“RER” DBEFF— WG ABAAL, FAMBOR-FBBED K,
30 #IL-12IG R AR B A HALY
AEPRLRBEY —HARRGEHALY. ROMWEATY XY
o IL-12 WARAE Y, AP aSAHRGI/REAABRA o E) —
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. Z2VEMF. 2O EVAM. EVSFHRAE LR [L-12 4k,
XS HOERRGEGES, QIR IL-12 RERABRFIGE )
—HXBRHLKGFH] . CH/RNRELRGTAR, SR, HE. &%
R, & IL-12 "ARRIABRA 7]k f SEQ ID NOS: 1, 2, 3, 4, S5, 6,
5007, 8 & T0-100% R R ARKKFEZHE. SRR TK. hikd
O IL-12 AE LS HE IR 1112 RARABRFFI ¢ £V —F4 CDR X
LBR 93 G0 2 —F XA BAF 2 KGF 7. H BREM BRI E 4, T4 [L-12
HAARABAFFL A SEQ ID NOS: 1, 2, 3, 4, 5, 6 & 70-100%¢4&
BREABIAEFZAE HEIEK, EAEHASHE4%H SEQID
10 NOS: 1, 2, 3, 4, 5, 6 &) T0-100%9 &S REABILEB L LB, &4
BAERPHES —F85 40-99%. A5 T LERAERTRER. BEY.
EFR. IRRABRAGEE. B, RE. ARALSTRAKRET A

S FREGOW, RMABAX 5B ehE .
AXRAHR IL-12 RAETARE—F oL EEFELHARTAALI N
15 HMBSFTHES—F, HRBASOHETEIMNAYT. LERETHE
. A8, BE. FIWRRAGEY —FR IL-12 /K, FHAHESR
#H—FOSE) WL AU THWRGES: 2 —F INFREAEA (40,
f2R%F INF AR A E. TEMK TNF SARXL K. L&o5Ka. X
DoF INFRFEA ). RAEBHY (RFESD. 2#F. 2AFHHHE.
20 Hiekeged | etanercept. MR FERBMEA M. AMAARE. Rk RKHN.
MRAAER, ). LARERN. R#EHE (narcotic). FHKRERKH
(NSAID) . 4% 25. AREEA) (anesthetic) . 4A¥H . BqARA. H2MN
RMEFN. fRBEHH (REAEF. LWAGHN. RTFLEEN. rE
#). carbapenem. k¥ @ % . flurorquinolone. XA B. F#E&. #
25 M. WERE. RCRBAWHN ). REABREY. AFLEH. ®EG
AREXEE. BEAAEXEAN. FHR. THRH. FTRBREN. 242 F.
EAABE. WEBH. ke sy, RBetH. AR HH. ARH. i
Fl. Ramied X E (4o epoetina ) FF R 32 (4= G—CSF, Neupogen ).
M (GM-CSF, @Ml X). EH. LAKRES. LAWFHA (2
30 basiliximab. ZRFEE & . daclizumab). A ¥k ¥ EF. HEBERHH. B
HMEHRATH. HEHN. BRIERRFN . B . ZAX#S. F125
BN . AHREY. RIWRH. RAEF R, RFEH. A
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AEY. LWEARH. HRE. MXAFELHH. RBEAN . donepezil.
ek FERE. PERIFIN . AARXEE. a=HHHHN. AKX
B, -REAWERYR. FLREXREMY . a£iESH (Pulmozyme) .
MR TXARBTRAN. @B THERMBES O, 2RRT

s IL-1 £ IL-23 PEE—#. SN FARAEL 65, L, i,
Wells et al., eds., Pharmacotherapy Handbook, 2nd Edition, Appleton
and Lange, Stamford, CT (2000); PDR Pharmacopoeia, Tarascon Pocket
Pharmacopoeia 2000, Deluxe Edition, Tarascon Publishing, Loma Linda,
CA (2000), AERLXIIAKAEE,

10 EERERRBAERAMNETUAOESRALAGE Y —F AL
4. EFHFHANNRERLHNEETST. FEFTUAERBERFIRRA
TaRAEE. AEBETAEIACHR. I FFTTUARL, XK
F, SR EFLELTRXEETHR, CQO PR ERAFE. OFFE.
REZEXIAMBEFTFTHE) —FHEFEFHES—FH S aRENLE

5 AR, FERLOEHEEXRRALY. REXNELAWMBRAHFONEE
FosbFEE, EMTUAFHEALIXACRALSWFTHEEREZRA, &
BERRGFEEARL, IBEFETROHE, B2XRT, PHEXH B
HORTRERBEEL LD . RBREWMEE CD . SRR EE.
Aeromonas M FF. T HEMKELSEEE-1(TSST-) . HEREHE

20 % A(SEA), B (SEB)&K C(SEC). 4R EMHEEF. dmi s, 2R
T, ZHHE 6 XBAE (BTEC) . M i bt XA B (e e & 0157: H7
HEKR). HAREDH (LR ENHRE. LERHHRE ). &AW
KA (ALAEITRE. PREFRE. BRITKAFRETRER
KB ) VITREASH (HEXITRE. HELTITIRE. BRI

5 KB ) REAWF (AXERE. RERD. AFRE ). Twid
WA (ZBTHAE. ERT AT ). FHAHF (aTFHE ).
REREHH (RFALLREG. FRALRE. KARLLRE ). £
ERARLE. I HLEHERRAKE . Vidbrios H# (WELRE.
BEOINE ) AT ORAHH . AEBRLRGRERE . L, #d0, Stein,

30 ed., INTERNAL MEDICINE, 3rd ed., pp 1-13, Little, Brown and Co.,
Boston, (1990); Evans et al., eds., Bacterial Infections of Humans:

Epidemiology and Control, 2d. Bd., pp 239-254, Plenum Medical Book
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Co., New York (1991); Mandell et al, Principles and Practice of
Infectious Diseases, 3d. Ed., Churchill Livingstone, New York
(1990); Berkow et al, eds., The Merck Manual, 16th edition, Merck
and Co., Rahway, N. J., 1992; Wood et al, FEMS Microbiology

5 Immunology, 76: 121-134 (1991); Marrack et al, Science, 248: 705-711
(1990), AsteXFIAXLERE L iRey T A EMEDSF.

AEAHR IL-12 Rk dd. B4HAABSbTAH—F 414
BREZLMBME, v, EXBRTHER. BEOH. BEMN. BAH.
#.FEREN. BRAMN. ENFTHES —F. RAHFTHIGHS

0 HR. XEXAERGIFRFEGH TAHNET ELRAEZ 06, F
4o, {2 R F&F Gennaro, Ed., Remington’ s Pharmaceutical Sciences, 18'"
Edition, Mack Publishing Co. (Baston, PA) 1990, TR FHLEFH
FTHEOBRK, REHAETR IL-12 #ik. ARIEAREOHGL
By N, BREA/XIEELR], wABBAN oI 6k,

15 ATAREAFAAALHAHHBE R RN, 2XRTEE.
R, RER. BRAERLSY (B, LB, . =8, 9
Fo A, ATARE, PBE. BE. BB, ARSI BIBERLY),
TAEARBEALE, FBIEALSEEFRAR 1-99.9%. THHEHE
AREMNOELFTEEE, WALFHEE HSA). FHAHGEEG (fHA) .

20 AR, BREAGF., TOUREFMAGREABLAAR/AART CIHEREK
BR. HRBKR. HEAR. #EK L8R, 288 RLAB. FHAK.
HER. TEAK. FERR. Y828, TRARAR. XAKK. RARK
F. HAEGGEABRAHRRK.

EATARAEAHBERCSHBETE A 0iE, Hlotdl, wXB. £F

25 M. FILE. B, D-HER. LEAEE,;, XE, I, BB &
RN, B _BF; S, AR, . A BEN. EE.
RBE; ARBE, WHER. KBS, AFER. LB, KBEL
e (M) WEF. ATAAAGRRGEKRKLSHEE A
REEE. HEEFBTRE.

30 # IL-12 RAEASHETRASE A X o AFH,; —&b, &4
FRBENBRIABHEGE. REABGEF M aEFNRE, Hlirk
B. LA adg. HHEE. KR, HLR. KR, LAIXSE-FTR
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##h; Tris, %8 tromethamine. RBEMEFR. ATALAYELY
W e g o A R A AR S A 3,

shdt, KA IL-12 RARAEHTA LS REHBE M/ Fid,

TR UH RS SE . ficolls (—FRA MR ). dextrates (=R MH,
5o fBlde 2-BARE-B-KMM ). RTL_B. #inwHl. Akt HhH. ¥

F. RBAH . RHBEH . KEESEN (R LELEEE, #4"TWEEN 20"

A="TWEEN 80" ). 8/ (JwBERs. BATER). AE B (iEEHK) ks

] (4= EDTA).

BEATR IL-12 k., FoRECESHHILFEE el BB

10 HBRFo/ R B Amh ZRRKRAN S04, Hlde, 5| F"Remington: The Science

& Practice of Pharmacy", 19th ed., Williams & Williams, (1995),

#2 "Physician’s Desk Reference", 52nd ed., Medical Economics,

Montvale, NI (1998), AIIARLTEATFHEMRS LS. Kbty H4&k

KR A PR AEKNSY (B BE) PpEFH (irERE) X
15 RAEA.

)

WA @A B, RAARBTREGHN, REHSAFEIRE
HEGBBEFTR, ARLSAGREANGMEERAHN, ETHARE
ERZGEMEMENN, C0LETHSFTEIHMNFTHEY —FHR

20 IL-12 Fdk. MARFN QL E) —H LB BN RELELHES —F
XE. AY8. st V8. AFF8. R V8. A¥5. EMHBER. X4
ATE., T8, {TH. |44 (K4 ). 2 EXXTRRAS
(FRA. TE, AR, TAF) RILAE. XEA8. KA TLBRAFR
CARBRAKGRE, RLE—FKEFBRFGHRAY. TREAR

25 AR QETE LS REXRSY, #l3= 0.001-5%, RETHEELE
RAEZEAL, #le, 2FRETF, 0.001, 0.003, 0.005, 0.009, 0.01, 0.02,
0.03, 0.05, 0.09, 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7, 0.8, 0.9, 1.0,
1.1, 1.2, 1.3, 1.4, 1.5, 1.6, 1.7, 1.8, 1.9, 2.0, 2.1, 2.2, 2.3,
2.4, 2.5, 2.6, 2.7, 2.8, 2.9, 3.0, 3.1, 3.2, 3.3, 3.4, 3.5, 3.6,

30 3.7, 3.8, 3.9, 4.0, 4.3, 4.5, 4.6, 4.7, 4.8, 4.9, AP E
CEREEME ERAMES R, RHEN,0. 1-2%7 F8( 3= 0.2, 0. 3,
0.4, 0.5, 0.9, 1.0%), 0.1-3%XF& (0.5, 0.9, 1.1, 1.5, 1.9, 2.0,
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2.5%), 0.001-0. 5% ERAKAKMGERS (3= 0.005, 0.01), 0.001-2. 0%
E& (= 0.05, 0.25, 0.28, 0.5, 0.9, 1.0%), 0.0005-1. 0%x+# % X
WS A B (4w 0.00075, 0.0009, 0.001, 0.002, 0.005, 0.0075, 0.009,
0. 01, 0.02, 0.05, 0.075, 0.09, 0.1, 0.2, 0.3, 0.5, 0.75, 0.9, 1.0%)

s &,

A EATR B, RAARBT —FH4&, aECEHRAFES —
ANEBR, AP EL4EV—FR IL-12 RAGEBRFIZ G+ H fo/
X BA, FRET—RAREFER, L THECEMROIE—FIFE,
CRBHAEENTAKRE 1. 2. 3. 4. 5. 6. 9. 12. 18. 20. 24. 30.

10 36. 40. 48. 54. 60. 66. 72 S WA ERKGNE. REXAH—F aIE—
Ao, QELEMAFRSAEY —RASLATRRGR IL-12 Fk
F—ANEHH, REARELAETHIG B A GRERERGE AT
B, APaEMHais—MHirsE, SHFELFEKRHBERTYEMRE
Y —Frdu IL-12 Fudk, AR R TARY 24 I o R & KB 6435,

15 RERALZARBEAGE Y —FHR IL-12 AATRALTFAFTET4,
ARG @RI ERABRHNELTE, IFALCTEDRRL
1, dmd ik BT X ARBIRAN4n,

ERAEZAHEFRTPHEY —FF IL-12 LB O ER/THREZ
TEME, FAY 1. 0pg/nl £4 1000 ng/ml &%, EERFEZHHK

20 BHARTATH, FAKRMTEEEAHEETKR, Hlde, BFRMNNER
RTLERN. . 2RI EIBERF %,

Rk, KREHBBEREZI—FTOSHFTEINGRN, KRikey
BRANGKE RS, AT, ST, ATH. RAFEH. XTEE, 2
PEAXTHEES (FEA. X, AR, TAF). ZILAE. XL 4

25 4. RALRMAF CERBAKRG B, XL BRGHGIRLE. A FHN
PHBERANAREARAFLERBEDERGRE, X BRERETS
HFHHERA, FERAABRBARAARIREDHAE.

TSR AELEF L CEEN, FEH. S4H. RALHN. B
REZBRNMANFERT. HHFFENEFT AN GRESM . ikl

30 ANAEBEGZHEFFABHE pH 24, HATRAARTETEE pH 14, #lde
pH %9 4-10, 4£ik pH & 5-9, AL 6.0-8.0. XK F M pH
ik ALy 6.8-7.8. REHL AN QEBRE N R, RILLEAHBRE,
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4 B R BEBR 4% # & K (PBS) .

ETAEEEH AN RBEB T RARLCHRRA, B FTHESHHE
A, 4o Tween 20 (RAZTH (20) LALBE A% A H BB ). Tween 40
(FRETH (20) Ly 3L B BT L AZABRBE ). Tween 80 (R A T (20) L HL

5 AEBERT £ BRES ). PluronicF63 (RAZHEAAR RE LT ) f= PEG
(RL—_B) RFEBFHREABRERN, AR LEEEE 20 X 80. X
poloxamer 184 = 188. Pluronic®% B A C £ R4, L A 44 #H 4 EDTA
Ao BGTA, ARMYRE. WRARZRIEREZLTHA, MXBHmH 4
AR, BFETELHERBERNGELARY TEOREHME.

10 TABEATHFEFERLAGHA, GERES—FR IL-12 #
Ak BXRE. MT8. 7%, SF%. S8, X7H. 84X
FToeh (T, X, AL, TAF) XILR4E. 4848, B
SLBMF LERARKG B, RERODA—FREABERTR
L. RAFHAGERFBRATRE-FREFBERT ROFTRE Y —H

15 IL-12 WAl BH . ATHEZLGHN, Fldo, TARNEFEY
BETEFTRFTHEY —FR IL-12 FALAE FAARBEEZRENEY
P BAGEF BT RS, KAABBRARTATREF STk, #
3o, MAERSOMSE. REEALCERAN . HEZHHNGBEFR Dl
AATASER G RE AL 5 XBAT RSB E.

20 TARALAHFANRBFTAERIEARE R MG H XL E
#, REBMOLE—NEAEY AL A TFRBOR IL-12 kT
B, WERLSAK. GEMNI/IBEH, K588+ HFf/RENK
FoE T REFRBRFHOLABAENFE AN THBREN. L —RRGTH
BREAZREMGREBRTAELRA SR, FETRBERALS

5 BAREARY, BRETAEG T ERBEFEAGEHFFE.

AELAGFHETRATE 24 IMNALERERKGH R ALY, B, A
EAGHEHARERETEEFRAHLE., KAAGHANIE LR TABRELEY
1-A0CHEBETHA, FREKHEFRFZZOGAHER, Bk, &
EAAERE, HERTAERL 6. 12, 18, 24. 36. 48, 72 K 96 o8

30 MNFRARER/ XA, RXRERATHRAHER, BFEHRE, 35
RITALEI-1248, ¥4, —F¥P/ABEHTARH 5.

AEAFTHES —F IL-12 REARRTUBL O A KRRERR
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TREEY —FHAAGFTERHNE. RAFTAGERFRLSTRIEFTR
L. ATHELLEOHBER, e, TUARNFEHETFARES R T
HEY —FREURURBITEREA T GFERAGE B FRE A+ R
FRE. FABBEAARTATREF EGEMA. Hlde, WASENH
5OMA. RERALCHMAN. HEEHMNGRES pH A2 Tk A
R E Ao th B Xt AT B E.
AELAGFRTAUABRTHERIEARNETHAGH X L2 E
., REBROLE—ANRALES A TRENGHR IL-12 RAEGF
B, RERASHRKRFHBRGE ANAETHBREH. £ —BRROAFTHMA
0 REREMGREBMTUAELRAS R, FATUABRRALTGE
AREANAK, BRICEWNEEAGTERBETRYEFFTE.
KK F 5T A AR Rk R AR E B XIRRLD B
. BH. ALEMMiEk, AGLBERELEE, EPREHLMKE
S—AFEHEY—FELATRBGOR IL-12 RAGERMK, BLAS
15 AKEHEBERGF -ATHREN. WA THEFERRSTA 1 4
AEEES, RBTFRGMEEE, APTUA—KRREAREE Y —F
TARBRAGENRG, RARBEEIGEHRMY, BB ERL AR
BEF Ao/ RAA.
MR OERXESINTHMAERERHGEE AR THEEERGEXE
20 %3, #)3= BD Pens, BD Autojector®, Humaject®, NovoPen®, B-DPen®,
AutoPen®, vAK OptiPen®, GenotropinPen®, Genotronorm Pen®, Humatro
Pen®, Reco-Peno®, Roferon Pen®, Biojector®, 1iject®, J-tip
Needle-Free Injector®, Intraject®, Medi-Ject®, 4wy A T3 4 =
Becton Dickensen (Franklin, Lakes, NJ, www. bectondickenson. com),
25 Disetronic (Burgdorf, Switzerland, www.disetronic.com; Bioject,
Portland, Oregon (www. bioject.com); National Medical Products,
Weston Medical (Peterborough, UK, www.weston-medical.com),
Medi-Ject Corp (Minneapolis, MN, www. mediject. com). 2iA&5 &
HREHBHGBRECHEATESATELTHGAL AT RERHHEL
30 XNEHBEAL%, #)4 HumatroPen®,
EHNERRPUY TR OECEMHE. RTFEXRNSRHGELE, &
EHHARBT TUARA RS SGE4. RAAGEQEHHIRARRT
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AAANEHBFT YR/ T EREREFEBERFERNE Y —FHR IL-12
W, AHRER, HHAE 2-24 ) oF R EReGut 0 A48 A ka5
MFE—EHMTGERTD, FHFEAREERRTRE 2-24 JorER
ERAHRARA., SHERRPUESRTUAAFALBAZLAR.
5 AEAGHMNTARIUATF 44, @RS EV—HHR [L-12
AR R GEF R, REASAE KRR ARG EHBBRENE. AEN
BRARETRERBEFTRTRAOE Y —FHAPEFH. HTHE
ELHAHA, Fliw, TUARRAFEGETRKREFRFHE ) —FIK
ARARBAERBEAGEAFREANGELEHNEEFMNERTRAS. &
0 MBEARARTATBEFTEAEH. Hld, MAZRSQGEF. 25
AL CRMA . #E&ZHHNGEES pH A2 T AT E A R E Fo s
Hr X#fTHRAGE E.
EZRRPGBRZIMEGHA TARBEF G RBRIAM DS
BARBLEL, NEBMOE—NEAE)—FAL A TFRBRGHR
15 IL-12 ARG EHR, KARSARUABERAGE _AFHREH, &
—BROGETHRAEREMGREBMTAETEEA Kk, FHTAH
RANEFAEARSARAN, B ST A A5 R F 5 /E658
AHEK.
TARBARXABIEZHN B LT EL TR RABEGEY —F R
20 IL-12 MAHREZ XA RER; FIRFRCHEALTRILAESH;
ZR. R, Z2EE. HA. BER. BY. %R, ALTAHEBA L
HAABBARAR T B FE.
IR’
AEPLRBTRARXLAGE Y —FF IL-12 FARA T R85 @b,
5 MR, BE. IVAEFTHEY —FRAR MR HBRY 11-12
PRS- TR
AEPLRBT —HATILA ML, AR, BF. IHRELT
MES—F IL-12 MXARAFTE, HREROIE, 2RRTF, OB,
REMMERR. ShFTEK. BEAHER. CHEARIANZERTHE
30 —F,
FEALBRB/T —HAFRSEAT @R, 48, BE. IHRE 2+
MES—FNEEMXERGFTE, MRERBCE, BRBRTF, ATER
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e ES—F. ERNEHAFTR., Y9FEXRNEBERAT L. £F5KLANY
FEARBHEADR, FEABEAT R, BHBAEL. FF%H. £FHKR
2 7. FEAVE. ARBH. RHEHEHE. RAakasupt. s
FesradE. JERA R /HABRX/AFER. AR RIL. 24
5 MbE X/ wegener’s RFMN. AHEH. FAX/BHRETINREHEF.
EHM /AL AR. T, SHAERX, B, S HHEEHEELX.
W EER. SHRRHE. BH. BESHELE. BHBHRBEIER.
L ERERMGAI. MEREEAIE., FL2RMEEREE. F2RA
HERERE. BAARERSE. AARGE. PHREMOR Y AR
0 AMREE. BEARXGOE. 04/ 80, B4, ETEHEE. &8
MK, RASRFASELSIE., ANBHRXFIX. AHFEHTE B
MERRET. AHER. LERKR. Rk o. HBEAK. TR, 5
HHEm. SHEAE. SHEEX. HER, L5 E. 2BE. F
TARRLE., E. KA. 2538 KX, BHTh, ZhliR.
15 SRRV E. ETBERALNBHEEF. BBEHF. CRBHEH
K HBHHEF. RBRBHEMER. WHHEMEF. FHSH OGMD HF/F.
BB REBHEIEF. REBHEHF. FHESF. P HBSHEEF.
BILMBBHEIERF. TRIRBHEMF. EARERALGRA B
F. A#REHEF. AZAeEBRAE. BEAHB. FEKK. B 2K
W HERKRFKBERRB. 2. EENLLS. TN FE@BFHR. TIT Hid
HEN. AGHamipi. POEMS 44 (3 A ALK, BFEX.
Aakim. EABEYVREOARAMEABREAEESI). 3ARFAEAR. &
FEXK. AR, LARVYVHREARMABRKEELNIE. ABRKES
e, RAKE. BEABKB. ROMLEFEE R, HAEMKARRK. BERK.
25 BMEFHHIFX. REMETHFEA. QRN ofF X M SEHF
EtxAte. IVRAEHK, BEREAR. SH8MEWHX. RAFFTEREF. @
AL RGAFH. B, KRR/ BEAERRBRA. LEF
MER. a-1-ABGHEHE. BEARAETR. HFARKTRBRE, FRAHK
A E. Tl - &K - LR, REAKREARFEL. FREX.
30 EME. TRF. ERYgeL. HEIUREMNER. BHEAERNA
#% (COPD) . R#HEMH O EXMEACHMPEL MIE S E. ABRFRA,
FERMm. Ak, TRESE. BX. BIARETX. GHEER. bk
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M. . PEHE. BERITRKRES. oktI . R cdl3 %7 @R T4
T 7. KK (&, 2RRF toasthenia. B, BRERIFH).
BHARHREFEHEF. L, $ld theMerckManual, 12th-17th Editions,
Merck & Company, Rahway, NJ (1972, 1977, 1982, 1987, 1992, 1999),
5 Pharmacotherapy Handbook, Wells et al., eds., Second Bdition,
Appleton and Lange, Stamford, Conn. (1998, 2000), AIIAHEH
=
ALALRBRT —MFAFTREF MR, A8, BE. FHREHF
WES T hERRGFT R, HEEARORE, ERRT,
10

(EERAFF o 68 R )

H—FOLEAEIN. ANA/RZE, 8 FEV L A TG HH:

2L —# TNF &RAH (Hlde, 2RBRT INF KR A K. TS TNF £

5 AREAERE. ARSEG. X 5TF INF BHM). RABHY (L
Fokoh, £¥3F. 2AREHHE. Ak g%, etanercept. AKX FER B
4. ABBEAICE. REKK. W RAEWRR). FLARBH. Kt
B, FOAREITKI (NSAID) . M35, AREMEA . HL#H. AR,
HBEPLAFFH . RBEDHN (PREBEF. KAHHN. RFLRH.

20 FummFH . carbapenem. kFE & . flurorquinolone. KK AB. ¥ &
E.RE. OXE. AECRBREDHN ). KFLRGH. RHLEE.
REAGBRLEE. BERRBXRMN. FHH. THRA. FREHH.
$AF. SHLEEET. LEBH. beidh, RBekd, RFHH. A%
B, REH. Rampi RE (& epoetina ). JEAR S (= G-CSF,

25 Neupogen). # 3 # (GM-CSF, @M %). A¥%. S EREH. LEW
#A (e basiliximab. RFIFH. daclizumab). A Kk#F. BHEHEK
B, MBETRATH. BN . BRIAFN. RAH . RREH.
AR WHEN . AARBH. RWAN . RAEFRBH. RS,
ARG, RAERE . RS, PR BAAFZ H M. ) B . donepezil.

300 AR HFRH. BEFHA . BAAKLER. aHHH. FRLE
o, -RAWERT ", FEREFREMY. adids (Pulmozyme) .
MR TReREFRAN. @B THERSMBIHEIE, 2RRT
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IL-1 £ IL-23 Y HEE—H. B LR FRARHARA 6. L, #ldw,

Wells et al., eds., Pharmacotherapy Handbook, 2nd Edition, Appleton

and Lange, Stamford, CT (2000); PDR Pharmacopoeia, Tarascon Pocket

Pharmacopoeia 2000, Deluxe Edition, Tarascon Publishing, Loma Linda
5 CA (2000), S LIIAMN A,

ERTALNGUELH. BREEF. RLH. R&F/RF ke TNF
A (—FOHEARAGEY —FRAE. ABZHERTKR) a5,
AR’ TF, & INF bk, R BRESRE. AR L TNF HHHLE46%
Hw5F; BribAe/RIr4l TNF 4 % . TNF B3 X TNF 4 A F = mitsid

0 ), JBKERER. HRAYL. SR A HA (e TFTTH. K
BREGLE ). A2 BB 2B S A A A2 B SRR A; Bk Xy
# INF XAKRESTHEGLEY, PALSEARRENAETY (MAP) #&%
A, MEBA/ R FR TNF LB d, b BT GBEWHMN,;
FELBTFo/ KP4 TNF ZEehiddh, b T BRELAE (ACE) 34 A

15 (FHEH ), AR/ RFH INF FRELf/RASRGLEY,
S MAP %585 3 4 ) .

K2R “FrBHREE TR, “INF 4Kk”. “INFa$iik” XA
BFAMKS . Riafo/BREEARY . BB, #HH. HRXTH INFa
A, B, KEXANHEYL INF ARKTIAES TNFaf LM

20 5 TNFa#4édhin TNF k. R RELGRE. AAREZERARREH
., 246 INF SARABRELTARY . M. W4, HR. TH#H. &
ik Fe/ R4 TNF RNA. DNA KE G A& TNF &K, TNF Sk S48,
J& TNF 24 . TNF & M. TNF &= A fo/ A K.

HETAK cA2 dARHE A2 F Fh PRk LHRA TNFa Ig61 3

5 BRORBRELSTERAA I « £EFZFOGEERAMR. A Ig6l Fc
RE#RAHAAREBR ARSI, EhohFRBAFREBFRY K
KB, AT cA2 BERIFR A FRRERTRAIK A2 T
TR, ARAEAFTETY, HBRFAK AL TER G BRAGKL KR Z A2
rXBWMICER.

30 HE A2 CAD AR EHRHMUEFT X FRRRFEAA IL-12 ad
YR, ARASIK cA2 o EHA [L-12 LA RE TR EE, 4%
& cA2 EFFERA 104 x 100, BT F S MIFH N T L 5B RASE

k]
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FHfFErehikFETASKNL, Harlow, et al., antibodies: A
Laboratory Manual, Cold Spring Harbor Laboratory Press, Cold Spring
Harbor, New York, 1988; Colligan et al., eds.
in Irramunology, Greene Publishing Assoc. and Wiley Interscience,
5 New York, (1992-2000); Kozbor et al., linintinol Today, 4 : 72-
79 (1983); Ausubel et al., eds. Current Protocols in Molecular
Biology, Wiley Interscience, New York (1987-2000); #= Muller, Meth.
Enzymol., 92 : 589-601 (1983), A& XIIAF—E4EH L%,
BRHREATETY, AELERAEAGHRE ¢ 1340 WA T4, #%
10 AFAKRcA2 difktE c 168A emMb & >4,
RETRAATALAMHLAER [L-12 Fdkeh 6] FERK T A B
® (W, #lde, £B+H No. 5,231,024; Moller, A. et al., Cytokine
2 (3): 162-169 (1990); £BE Wi No. 07/943,852 (1992 %9 A 11 8
#®KX); Rathjen et al., EFRAHF No. WO 91/02078 (1991 % 2 A 11
15 HAFF); Rubin et al.,BR# & H ¥4 No. 0 218 868 (1987 %4 A 22
H2~7F); Yone et al., BRM EH) 35 No. 0 288 088 (1988 % 10 A 26
H); Liang, et al., Biochem. Biophys. Res. Coma. 137: 847-854 (1986);
Meager, et al., Hybridoma 6: 305-311 (1987); Fendly et al.,
Hybridoma 6: 359-369 (1987); Bringman, et al., Hybridoma 6: 489-507
20 (1987); #= Hirai, et al., J. Immunol. Meth. 96: 57-62 (1987), 4
e XIAKAHEE,
TNF L4k 4-F
ATFALRAGKL TNF LAY TFRAZGF L TNFagks (L, #
%= Feldmann et al., B FRAF No. WO 92/07076 (1992 % 4 A 30 8A
25 JF); Schall et al., Cell 61: 361-370 (1990); #= Loetscher et al.,
Cell 61: 351-359 (1990), AL XFIAM% ALY ) H# AL R BEAIKE
BB MLE AR, B4k, 55 kDa (p55 TNF-R)#= 75 kDa (p75 TNF-R) TNF
MILEABTARTARNTARLA., ILZTRABEHX, G Thdmk
Sk MR (BCD) R A stk 4 (A, # 4 Corcoran et al., Emir. J.
30 Biochem. 223: 831-840 (1994) ) £ TAATAAN. LLERFhF
FHRE]|THA 30 kDa = 40 kDa &) INFadF#| 24 &4 B EH X
# TNF 4K, 3+ &4 ECD(Bngelmann, H. et al., J. Biol. Chem. 265:

, Current Protocols
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1531-1536 (1990)). TNF &4 % R4 T& TNF LR XU BELST, AL
AN RERNRSARALANA T EFESYPTAEAE TNF LK
THHEEHNT. TARATFERALAG INF KESTFTHHELETTAAREK
WERTERTES, RARTERSENEREMREN, ARKFH. 1K
5 OREBRRHA/RGFERE, ARLCRABEGHER, HTASFER LT
$ERRMEA.
RATARELALY INF KRS T OLHARZH TNF L4k ECD &)
PR RABRS, eMNBL—FREH S RFELRLCHFREEL, H)
PRU_B PO #EHE. SRS TFITAH—F LSBT LRI TAREHY
0 EEYBZRENETHR. XEERSTFhFLENGTEBRET RV F
No. 08/437, 533 (1995 % 5 A 9 B R), ERIAAZTEAZHASL
%,
ATARAEZRAGF Ao Pe) INF LR KRS T €L —F N
EHEARZAQLSTHES —HEF—FXEH TNF LKGLIR
15 MES, RELELXABLESTTUAAESLE. RFRFRBZREK. &
REXBBETTELTAREMRS MG, XM INF LR TKRBESTH
— A1 F R INF &4k/1g6 4% 4a. TNF LA KBS S TFRELTN
W F Rk AERMBKF LA X (Lesslaver et al., Bur. J. Immunol. 21:
2883—-2886 (1991); Ashkenazi et al., Proc. Natl. Acad. Sci. USA 88:
20 10535-10539 (1991); Peppel et al., J. Bxp. Med. 174: 1483-1489
(1991); Kolls et al., Proc. Natl. Acad. Sci. USA 91: 215-219 (1994);
Butler et al., Cytokine 6 (6): 616623 (1994); Baker et al., Eur.
J. Immunol. 24: 2040-2048 (1994); Beutler et al., £ H ¥ #] No.
5,447,851; #= £ B w3k No. 08/442,133 (1995 % 5 A 16 AR K), ek
35 AXFINAF—EBEAALRE). FPALALBRZABRE S THFELENL Capon
et al., £E & #) No. 5,116,964; Caponet al., £ H ¥ #f| No. 5,225, 538;
#= Capon et al., Nature 337 : 525-531 (1989), A}ALLIIAHKR
2%
INF K& FMdh. Fedh. REXEKBA TNF 4L T 68
30 4, R%BA TNF L4k 45 T8 TNF Z445TF 76534, €N
FIRAED G EEMTTARATALRALY INF RALT (3=, AGFH
s 4 TNF S BB A KL BB ). INF KAKSTFHHEFNHL it
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A INF ARG T—— &9 TASRLERMTTAATALAY TNF £
BT (3o, AHFFHLS TNF FEEAHKREZRM). #lde, TNF £
BoTHHRFRNHTROAS “HR” FATR—FXEHREBEN.
EFHRABF (A —FHRAABRBRRS —FHRAR, XALKGEFRLKF
5 ORKBEEEBGEFSTERAS —HRBRKRREABGEST ). &L,
Ausubel et al., Current Protocols in Molecular Biology, Greene
Publishing Assoc. and Wiley-Interscience, New York (1987-2000).
me A TeaTergaRBFT. L, 4k
CopewithCytokines. com. @B FR M &4, 12X TF, FTHRAK.
0 RRERREY . EATEREZIK. LhHERIABERY . £ THER
FRAETIHH A4
EARE, ARXNGEMFETIROHELT IL-12 25K R%, &
L TEEZIRNAT. REXSAYER. 48, BF. . RAR
HEHQLLEY —HF IL-12 WARGALHRBHASY. TRF ETIL
15 M- FOEATETAILLEAROLERALHRKESLYT, ¥4
FHRAEEY —FH IL-12 Fidk, AR HSATK, #—FaBAEIWN.
RN/ RZE, #TEV—HL o TANHS: 2 —H TNF #&HA
(#lde, 12FRMBT TNF RAEKA K. TiEW TNF SARL AR, Las
EH. RDHF INF HERA ). RREHY (RFES. 2%, 4
0 REHE. Hke®oh etanercept. MR ERRLM. ARELEARE.
ERAKRKF. WRARBEWRST ). ARREN. KA#H., FEARRKEY
(NSAID) . A & . AREA . 8N . BH3AREH . AL A MEAFH .
REAEHAN (PRABF. RABHN. RFELRHN. RAHEN.
carbapenem. k@ % . flurorquinolone. XERAB. FE&. sk,
5 WRE. HRERBAEDN ). RELBREH. AREBEH. REGEK
AEE. BAREXEMN. FHE. ERN. FTRERHAMN. 4%, &
AMEARE. WEEBH. Leady, Rk, RFHS. BEH. FLEHN.
Rermie st B FE (¥ epoetina ). IR E (0 6-CSF, Neupogen). ¥
EH OM-CSF, @ %). A#%. LEAKEEG. LAWHMN (K
30 basiliximab. RIEFE . daclizumab). A Kk#F. BREHENRGY. #
BEZHRATH. R, RRILRFN. RAEH. RRBH. g9
BWE A . AHREY. LWARHN . "R, JWREE. LT
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ABEY. RERE. RS, MXAAFLHH. ##H . donepezil.
Rk, kRS, BHIIN. RARLEER. g HiIrHH. TL%
. S-RAWEATTE., FTLRERNEMY. as4iER (Pulmozyme) .
mIEETR@eE FRRA.

5 —&b, REFRAAELARABILTFAREIANEYE) —FR
IL-12 AARBEH R IR, ZHADTIEHEELSHFEVY 0.01 -
500mg £ —Ff IL-12 AR/ T AEZARE/H, KA BLARS AL
34 0.01-100mg Hlk/FAEEFRE, IRETHELSHFEHALE
A REF, AR FRETUACHEGELARS AL 0.1-5000 p g/nl

0 e FRE., EHHFNEREFALEC 40, YK, REFHIGE
ARE. BTFHELSHHIER. AREEFEERTOEKLS. A—
BHALT, AEFEENERTE, LARBRTILE, PEAHLUA
AHENFHERLY, AV THELAL2H, 13X E2HE50HE
REE.

15 REGHETAEL G35 0.1, 0.2, 0.3. 0.4, 0.5. 0.6. 0.7. 0.8.
0.9. 1. 2. 3. 4. 5. 6. 7. 8. 9. 10. 11, 12, 13. 14. 15. 16. 17.
18, 19. 20. 21. 22. 23. 24. 25. 26. 27. 28. 29. 30. 31. 32. 33.
34. 35. 36. 37. 38. 39. 40. 41. 42, 43, 44, 45. 46. 47. 48. 49,
50, 51. 52. 53. 54. 55. 56. 57. 58. 59. 60. 62. 63. 64. 65. 66.

20 67. 68. 69. 70. 71. 72. 73. 74. 75. 76. 77. 78. 79. 80. 81. 82.
83. 84. 85. 86. 87. 88. 89. 90. 91. 92. 93. 94. 95. 96. 97. 98.
99 Ao/K 100-500 mg/kg/% 8, AATHEELE. FEMAREEIH,
REBELARS AL HEF 0.1, 0.5. 0.9, 1.0. 1.1, 1.2. 1.5. 1.9.
2.0. 2.5, 2.9, 3.0, 3.5. 3.9, 4.0. 4.5. 4.9, 5.0, 5.5. 5.9. 6.0.

25 6.5.6.9. 7.0, 7.5. 7.9. 8.0. 8.5. 8.9.9.0. 9.5. 9.9. 10. 10.5.
10.9. 11. 11.5. 11.9, 20, 12.5, 12.9. 13.0. 13.5. 13.9. 14. 0. 14. 5.
4.9. 5.0.55.59. 6.0, 6.5. 6.9. 7.0. 7.5. 7.9. 8.0. 8.5. 8.9.
9.0. 9.5. 9.9. 10. 10.5. 10.9. 11, 11.5. 11.9. 12. 12.5. 12.9.
13.0. 13.5. 13.9. 14, 14.5. 15, 15.5. 15.9. 16. 16.5. 16.9. 17.

30 17.5. 17.9. 18. 18.5. 18.9. 19, 19.5. 19.9. 20. 20.5. 20.9. 21.
22, 23, 24, 25. 26. 27. 28. 29. 30. 35. 40. 45. 50. 55. 60. 65.
70. 75. 80. 85. 90. 96. 100. 200. 300. 400. 500. 600. 700. 800.
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900. 1000. 1500. 2000. 2500. 3000. 3500. 4000. 4500. A=/ 5000
peg/ml FRE, AATHEELEH. £EAIEES XK.

I, HANETURELHBAEAAE, AAEAXNGHERY

HEFRIE, AARALHRIAFER; BEIFHFH. AERFKRE;, EK

5B AAEE; RNH#AGETHERN. BR, AREEHHAR. FH

B EBTHL0.1-100mg/kg R E, BFH 0.1-50, 48 0.1-
10mg/kg/#8, RAFREFEENERAFEBHAL X.

VEHERMEES, AXNFH@HLATRBELT—ARXRAHBNEGE

VAL AGIRAERREL, EHNFH 0.1-100mg/kg, e 0.5, 0.9,

10 1,00 1.1. 1.5. 2. 3. 4. 5. 6. 7. 8. 9. 10. 11. 12. 13. 14. 15.
16, 17. 18. 19. 20. 21. 22. 23. 24. 25. 26. 27. 28. 29. 30. 40.
45. 50. 60. 70. 80. 90 X 100 mg/kg/B, £H 1. 2. 3. 4. 5. 6. T.
8. 9. 10. 11. 12. 13. 14, 15. 16. 17. 18. 19. 20. 21. 22. 23. 24,
25. 26, 27. 28. 29. 30. 31. 32. 33. 34. 35. 36. 37. 38. 39. &

15 40 RFHES—RLH, INAYAERFIIRES 1. 2. 3. 4. 5. 6.
7. 8. 9. 10. 11. 12. 13. 14. 15. 16. 17. 18. 19. 20. 21. 22. 23,
24, 25. 26. 27. 28. 29. 30. 31. 32. 33. 34. 35. 36. 37. 38. 39,
40, 41. 42, 43, 44, 45, 46. 47. 48. 49. 50. 51. X 52 &4 E YV —
s, REAHRERBIMBAE 1. 2. 3. 4. 5. 6. 7. 8. 9. 10. 11,

20 12. 13, 14, 15. 16. 17. 18. 19. R 205 FHEV —FF L2 %K, L
UL, RABARAEXREILH,

ETAFRLHAGHNE (4% ) — K44 0. 1ng - 4 500mg 7% b %
S/ EERER. EXBHHALHT, FRHAIGE—KAIALHE
FTF640.5-99.999 wth,

25 T B, TARRARMNAEHEEZTHESGH T HKke
SRR RBGER. BFR,. SLRRAXSS A TEREOH R, XBH
B FAHRK. BK. RBKRER. HRBER. o 1-10%88ARFEE
. LTARABREFERKEREEZ G0, HAEARSETRAOD
ATASHERFEHL (LB, HEBR) PAFHAITHE (PEFH

30 FEBER ). EEHNTRET L RELSBARY.

BHYEDRABET RABEG4A L H L #& Remington’s
Pharmaceutical Sciences, A. Osol & B AT A.
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hAHaBFEHLH
TUREBREZARA K S DT LG G XL TEHEEZARENA

XA ES —F4 IL-12 7k, REAUTHAFTRA THIRLSH,

REFALATAEALCLHFT X, FRELIHLER.

5 ALAW IL-12 RARAREPEE, EHRR. LKA, REXE
TR BEHATHERER, RAZTAIHAHRHRAIMBEA 4R
AREE H XNHATL & GEMTRE T .

Fa B SR A s B
BESABGHANTACESESFTABRE NG LT RIE K. B4

0 RBRRC-E. b, SARF. TRAETE Y 6 ILAH K EE A
FeBFMNREC T EHNEATEHAREIBLET R, ATFEHY
KA TAELEN. FORLBHUHEN, wREBRIALGTEHER
REMNFHIF R, EAHATREAGEARIEN, TURAK., REKRE.
FHEKRE, ALBENREFEN, TUARALGHORELWD.

15 FXEEL, TURAFELAVSIEL D BHR, OEXRRESK
BRFERGEH IR, RAISAARFLAGH hEER—
BER=B. MEILHRAMBALE, &3, PRRT, TREHT
. BRTFEBEH No. 5,851,198 ¢4 R Am/E 4K EHEKE, Fodh
RFEEEA No. 5,839,446 4 BAFILEXRE, AL LFIALRE

0 FHEHERE,

YA Behidid
AELAH#—FHRABALIMES. KT LA, #KA. £FAR. X

AEA. BA. £A. KFA. BER. KREA. IEA. BEA. &5

A. FEHA. BR. FFA. SILA. FA. 2BA. SR, BBEA.

25 BEA. WHMRA. BA. AR, BA. AREA. FEA. TEA.
BMA. FEA. BRA. hitiEs. BE. A8, H. TTF. FAXEZ
BEE&ERLTEY—F IL-12 ik, TUHEE ) —F [L-12 ik
e, MTHES (KT, LWARERA) IEELCLH, 45
RUABRBBERIBT ALY, ATHENEIMLH, #HNAUFELE

30 X&H, #lw, EXARTFUAERLHNBXLE,; ATHENETLY,
Bldo, EXRBRTFUARMNIREH XL, IATHRANLEYE, #lw, 21
BFUARK. FARIXAUEBERERHANE LY, RATLALY,
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Blde, ERBRTFRAEKR. BF. %R, EFRIBHNBELZELYE, F
B A B B AN e — T A T ARAS A Bk 28 ) SR A 2 A E ) 65 B R
(Junginger, et al. In "Drug Permeation Enhancement”; Hsieh, D. S.,
Eds., pp. 59-90 (Marcel Dekker, Inc. New York 1994, ) A4 X

5OIAKEHIRE), REAEARNAEBE ST B RGHF LR F AR
L (WO 98/53847), Kb HA@E A L FILERNHERZ, AW
TOHBBIRBGEIBE, pETLEFR, AEARE, PREY
Bk (REE A Nos. 4,309,989 = 4,767,402) ( LR X dkFot A £
L INANKEAHARE ),

10 B3/ R 5

stFARAH, £0—FR [L-12 FiKE4 W4k vA 4L 2% 5) 34 B 64
TAREXAEGFE R #/7ER, BREALA, 2V —FK IL-12 &
BT AR RFAB Ao B BARRREGE R, A TAITBEASRGE
FRGLE, XERETUARUERAANNAREESTAEEERR

15 B, FEARECEATEEAE. FBE. THS4AS. FE8%. #
CETHRIFREGHF AR LHGRERETRAI M. A XBRET
AR E T RRBERE XL TFoHakegdH., SBEERTARRR
(KMFadERit) REERBELR. Ventolin®F it FRAZ—HBEAE
#H AR BEBANN ZKEE (N, #ide WO 94/16970, WO 98/35888).

20 & Inhale Therapeutics # 4 # Turbuhaler™ (Astra)
Rotahaler®(Glaxo) . Diskus®(Glaxo). Spiros™ B A 2 (Dura) £ FH &
ABVAR Spinhaler®# KEN B4 M F B B E 65 RAB K (US 4668218
Astra, BP 237507 Astra, WO 97/25086 Glaxo, WO 94/08552 Dura, US
5458135 Inhale, WO 94/06498 Fisons, fE3b4& X 3| A4EH £ #). AERx™

25 Aradigm. Ultravent® "} #% % (Mallinckrodt) #= Acorn II®*§ 3% %2
(Marquest Medical Products) ( (US 5404871 Aradigm, WO 97/22376),
EREF L RAREXIAESRFE) REBRFZERER, At EEA
B, TREABF A NFLEUER., XBHHEANREH LK TFL
ATFREREFAZAGEAGEKREE, FELERHALAGRE. &

30 BEY—FR IL-12 RAKGALS WL LB T TRHEABK R T D4,
ATARAGE) P RAGLHEHBRANREET -T2 G4E. )
o, BABRAREGELRELANGY, ETH. TEAFBLAH., BAAEE
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TAEHER DG THE, #le T4 10pn, KLY 1-5pn, AELR
2B E A
VAR ELT IL-12 kasd

TABRE Y —Fr i IL-12 ARG BFRBERALE ) TARAIRE,

5OMRmFAE G IL-12 RABEAHEGRE. TREERTRXIPHRE. 4%
M E N FeANREGEEREINEEAREERAEL)N. TRER
RETEMTRANEALH L ERE. AANR, R FERXHEY
—FH IL-12 ARBEHEZOHBER DD TH 10pn, Rk 1-5un,
BAEY2-3um,

10 FRATFREBHEY —FHR IL-12 RABL B EOHHN—K LS
BFKERTFHREEENEES, RREAYEEAERLS0.1-100mg
EY—#R IL-12 RALASHEZEEAR ng/gn, KA THEERBARER
{8, #lde, 2 RBEF 1. .2, .3, .4, .50 .60 .7, .8. .9, 1. 2. 3.
4. 5. 6. 7. 8. 9. 10. 11. 12, 13. 14, 15. 16. 17. 18. 19, 20. 21,

15 22, 23. 24. 25. 26. 27. 28. 29. 30. 40. 45. 50. 60. 70. 80. 90
X 100 mg/ml R mg/gm. EH A TIREQARHBA . ZAFH. FHEMN.
BRMN. REFRMNPLEBFETRMN. ZHNLTRACLSBREAN XA T
HREELMEOHEAN, AR, TRHMN. XoTEEREKMLS
#. ATRFAAKBSGDEROHRSTERACEEGETS. S FOF.

20 A TERARBASHTOHRDERCS D OIEESE. HER. L.
HEE. DEBF. RALSHZTAHMNOTACSRGERN, €T
AR RB b h TERBRAUERN G FAFHGEDHL GRS
HEOHARE. TRARAZFHFTRGRBERLN, Bl R THIEH R
A, AARAUH LEBEREERE. L2 —RAMNNETHY

25 0.001-14%. A FAEZANGHINREGERBERMNABRRTH LK LA
R HEREE. RUSUBAER 80. RUSBES 20%. AT IL-12 &
AR IFESRERG TG FM G XA RRGHR N ey, LT
MM T.

BLRBEELT IL-12 ks

30 TABHFERL THRALESY, Al RN T EBIIBFRBEE.
— W, ERHARERY, AEGAARBET MR E4A R AAT
. SACEBEKRIFEN, FARKER, ZRAFARALELSHEEER
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PRAIHRAMASEES LT, ST LT HREKAEETEHRT
MBRIRERZ M fetdd, FPARLERKR. TREAESHAE. Akfd
MEMN —BRLZERHARBEIRANTEZOHRERIE. ERFRAHS
T, RASHELETLEEKS). MR, —BRRAESLXKER. EkE
5 BAEIAIBSOAREB IR KBS HHN, FLO44EB4H%
BHREK. AFN, ORBRIELGREASHWEHTERDNNT
#10pum, K£EH1-5um, ZRELELY 2-3um,
RHABBIBERBBFPEANGEY —F 4 IL-12 FkHH 6K
BE—BAEERERY0.1-100ng £V —F i IL-12 RAK G . ZHH)
0 TREGSBEN. KAMN. FHEEN. GAEN. REOFRNFLEEF
RKF. ZRHNETRAOSREN KA FRZE Y —FHR [L-12 #4484
HEGHRN, B, ZRMN. Xy FEaEIAEL A H. AT
RHEV—#i IL-12 ARG XS TR ETSG. aHEQE. A
FRHAEY —F IL-12 A ERE RS HoTeEE. 8. 5
15 . HEE. HIBF. 2V —FR IL-12 EHNELETRESREE
HFH, 'ETTVAHL/‘%wiﬁ%iﬁ?&ﬁ’&fniﬁ&ﬁéﬁ?}%%ﬁ%i@%%
BEY—FR IL-12 AU RE. TREALSFFFTRGRTERN,
BB THIE N B8, UARATH LA AR B, %%%—
BRAMMNEFAHL 0.001-4%. ATAKAGKERNRLGREEMN A
0 RECHEKLEBEL HRE. RLABEES 0. RLELMES 20
F. ATRAAZGFRZAHAALCEANRZLAARA L, LTAQ4
AEHH P
BAHFBRARL T [L-12 KB4
T EBEANE MDD F, £—ANEFEHESCTRUYERE A
5 HRAMAIERN . 2V —R IL-12 ZAFREZEREHN XL CTAN.
HEHGBREFEBE Y RERGRAY, 2SR XD TFH 10pn,
Hik?y 1-5pm, ZALEE 2-3pm TR, FRGABERBKE KT
A IR AR BRARAR A B F ik, QSRR RFT
B. BREREFFEFLEAFRBRBL YT AN REF. KL+ FE
30 BABGIED M X Glaxo #]:& 5 B4k A KRR F 6§ AR,
HEBAZRERETHRAGEY —FR IL-12 AA—BOSH @ F
BRR, EAF2AMAERNRTFHEFHHEY R IL-12 &K,
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Hlde, ERBEENGHFSFTRF T BN P. A FE 69653t
FTAREATERASH, pRAE. BAAE. EAERE, 0EZL
AFR. —f-ATR. —RUWRLEM 1,1,1, -9 R . HFA-134a
(SR R4 -134a ). HFA-227 ( EREER-227) . A4k R KA.

5 TRBBRBERMNABEEAREN PR BIHSGE S —FHR IL-12
ik, AmRPERERNLZNFERST. SHARBERMNGIELE
BEZHRE. KIFMAR. BF. E—2HALT, ERAERKL
ERLBFEN. AR TERaMMNeEeRN, %d, 4
TVA @A EHRF P

10 ARG EBEARAAR KRR, REAAGFERTABERLEEA
PHREGEENE Y —FR IL-12 AL HHTHHRL B ik 3,
O FR | ) Fad 85

R AR TEN (PRX—BAPEETFAERRERANPRAT

WhEBRETNRARCEE) YEARLERAIHE WHRGEEN,

15 FEERBTEHEFHN (REGHEHHMN. —F 8% RNKAKE (DFF)
FedphkBs ) QAR L S RIHBEER. AToRLHGEASMNEGZE
W RSB TAE £V —FFRARA, R QIEEE. LB,
HoE. HER. HEE. S, EFBE. HRBF. . K.
arginates. JUT/R. MLBtoRE. RR. REAWNK. MEMARK.

20 K. BRR. BEE. OF4. SARXAFEARS Y H b, Xk
RETROSRECERGFmA, W FUHEHN. BFEH o sk,
NHEXXTEE. AN LAR. AXROR. oA FH. "RAAH b
FHEBR. RN . HAH. BAMN. SA4H. BaH. FHkH. FF
HEF.

25 R Fe R TRAE—F o TR REFN . BT 2 IRL 25 & 3R H)
CHAKEFERAAGILKE. BR. BH. £F2FERHH, by
R TRAESAH AR RT AGIEZFRFEN, oK, LO2BERERK
AR BEFRFEGHDEZRLE (LB A No. 4,239,754). %Kik,
CEERARLEAR (XFE) GSAIRSYBRELRERLEY (£B

30 %A No. 4,925,673). stsh, £EH % #F No. 5,879,681 fe £ B+ #| No.
5,5,871,753 ¥ RE G HANASHELCZ A F o R E 4 Wit HEXA,
KR RARB NSt
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R H) ) Ao 4h 2
stFETRBEAHRK, £ FEV—FR IL-12 /A asHhfs

FOEAASHIEHATLE., BEAREXSTF. £2HF K RKEE

SRR, CELRIARRALEABEAR AR EIIERAD

s #4Bik (£EE A Nos. 5,514,670), EFhmAKPGILREHIR
ABTAGKEAR. 4B, . T. % RE. WH. §. BRLH%
B2, ATHRERLHLHGHN, hH, TUCSEEN, i
R, Lk, TTHF. ATHEALHGHMNTREERK, €&
BAEH, Hlfldd, A TUARRKERBEGFHR, FTFHIKLYE, K

0 HBHEaEHE. RIERS. EER4E. FRARHF (AH+H Nos.
5,849, 695 ).

ZEEH A
TR LB, KEYV—FR IL-12 ZAGHTEEARKE, WK
BRERASHATE. BBE, MBREXBEET (BRIEHFANBE, %—

15 MHUEMBE). CERAFSIELHRE, QRO ATRISERG BB
LREL VIS EAR, PRILR. RUBBRALLEY. BRHME.
EEFRERBE, WEAARRSYEER. BRAR. EfFLEZy. #
BEfedle 2. AXm4 (REF4) Nos. 5,814,599),
3K 0 45 35 Fa ) )

20 ANTRESZERZKRGTEAAG LR BZELRLRAGLESYH, #lde,
SADBE—RE—FQHENE, TREAZHES. RAERBAMNY,
Bldw, GRETRAOLEAVEHHHETELHAFE, BRHREBEKRR
vEAMEMRE, e, ) SHBEGBEMAE, MERGFHFR. A
B, ApAEBRR. BABR. BM. pamoic BR. EB. RARM. X¥E X5

35 B, R¥IBREE, IMLEMRETHE, MAMSE T8, 5. 4.
M. 4. B.RA. 4. 8% HF A5ANMEETE N, N-=FEX-T
BRI ARHE; R, @ F0)Giasdy, wEBRE. I,
AEPAHSB R AL AT REGE, wiTGH#EGESHFE, TR
E5TRBFETEHAHR —REF TELEBERERBEERBT. 3

0 REGEABE. BHEHE. pamoate £%. A TEMHALBEEEHH
HH—FHENOSA TORTRETHIRAGLEHRE, NS H
AEETFERER. L&, FRERGRSH T, R T EEE 4] No
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3,773,919 YRR/ RUBRRESW. AASHAREAFREGHE,
W BRR GO WA, LTS TREBELRARBENL, #HilL
RTsith. LE8BE. MAIENMNN, o TKI RN R ALK
Nty (£ B+ #F Nos. 5,770,222 #+"Sustained and Controlled Release
5 Drug Delivery Systems", J. R. Robinson ed., Marcel Dekker, Inc.,
N. Y., 1978).
WEHLE—REBBET AL, SEFUATEAATUAEEHEHR
AKW, ERHZERFHEALA, o RATRSHY.

10 (HFRAFEHR)

B84k pCa K3k TL-12 kR k. fik pC4 R4 pSV2-dhfr (ATCC
RS No. 37146) T4 4. ERBALH SV40 FHEHTFEHM T
S DHFR X B . TAB i Ak HFp3FHRE (do o~ MEM, Life Technologies,
15 Gaithersburg, MD) PR FA XL FTER LG TELRANE
mEALCHRS AT RERGBR, ARFATARTLAALT R
. R TES MIX) 9 ¢y DHFR AR ey 2 e&k (L, 4
4w F. W. Alt, et al., J. Biol. Chem. 253: 1357-1370 (1978); J. L.
Hamlin and C. Ma, Biochem. et Biophys. Acta 1097: 107-143 (1990);
20 #2M. J. Page and M. A. Sydenham, Biotechnology 9: 64-68 (1991) ).
AR ineg MTX RE T mie B8 DHFR H 3 F A KAET
s+ 3 ey b, X2 B h DHFR X B 63 3% . o R 3§ 5 —#r X B £ 3 F DHFR
AR, CEAERETEFBLLELAER, KRR EFTETRATFL
BEST 1000 ENHHESEXARG@EE. Bk, HMERTESH,

35 B TLAXLABIMRG NI SN FEARGBT HEAR.
Kk pC4 2ARTRARABGABGFMABAFTRRR TR LTR) 4
3% & 3 F (Cullen, et al., Molec. Cell. Biol. 5: 438-447 (1985))
FRAE @B ECM) G L FHRABHHEEFH &6 A K (Boshart,
et al., Cell 41: 521-530 (1985)) . B % F F# A A7 XA B £4-¢) Bamil,
30 Xbal,#= Asp718 FRHIBEEMAe . BABEXEABEEZESH A
AFARATHRLEZFRLABGRBIRLLEE. HEHRAFHTELTU
ATFRiL, FlIwABNHEGLST. V40 FHARHASTRRAT
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Ae#iFAHE, o HIV A ATLVI 6 KR £ 5 . Clontech #§ Tet-0ff #=
Tet-On XB AKX ZGAMUGRETAA TERLSI B BT AL AT
4y 42 % ik IL-12(M. Gossen, and H. Bujard, Proc. Natl. Acad. Sci.
USA 89: 5547-5551 (1992)). xr-F mRNA #4RARFBRAL, & TeARH 4]
5 WwAARBERAREGRARAGLCHE S, SFXLALEATHANR
By e % T Al it A T h F 47040 gpt, G418 RMEF L R4S
Rt fTik ., EFHEHARA G418 R TFHESF L L TREFAFT
A FE.
ARH B pC4 E, REALAFPRANRAGEF R N FHRR
10 BRRBERRAL., KB 1%IRIE RS & HAk.
REFCGFETER, AT RDTE IL-12 Fidked DNA F57, A8
F AL A4 IL-12 34k HC F= LC 7T % X 4§ SEQ ID NOS: INSERT MAB AA SEQ ID
1, #= INSERT MAB AA SEQ ID NO2 Fr®=/A3%]. stk P4/ T HADE
BLABZE (FFHCALCR) 4B (Jo3A-TH4K p1351: A ATCC
15 SHAeie HC/LC Fi#).
RER T4 DNA R BBEB S BN TEREZ XS DNA fo LB 8
G HEAR, REHKHAE EB 101 X XL-1 Blue i, H B4 4/ R
HESHEZLSEA A REH R DY .
M % DHFR AR ¥ E L AL CHO) mpetfT4 . A 0.5g
20 pSV2-neo A KRR LM F S5g KXk pC4. pSV2-neo k4
AEMTaLERFE, FRELAT TnsS & neo X B, THB—F8, #BK
T @iE Ga18 g —mIA F oy, X mEAEAA I 1 g/ml G418
o MEM . BEAE, AREAQEELaRIFEFAERIBLERL
(Greiner, Germany), E -F#Mm 10. 25 & 50n g/ml R T4 o MEM
5 F, K% 10-14 RE, AMEASHELENMLE, REMME 6 JLH
m K 10ml BHF, A REREGRT %% (50nM, 100 nM, 200 nM, 400
oM, 800 nM). REWEARSERERTERSTAE KRG BIRIEFIIE 6 3L
WP, FERAAEFHREHRTHES A oM, 2 oM, 5 aM, 10 oM, 20 nM).
FERMGER, AHKFE 100-200 M GRETAERKGLE. Hl,
30 i it SDS-PAGE A=k & FP ik R R A8 HPLC 247 AT & A B ey k.
S 2 ARARINEFAEAIL-12 A S FRRA g6 25K
Fotk
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10

15

20

25

30

W&

RASHAXERPREALARETOABGHEABIL, A£G F%
Fol 6y TEGAL L ETAAR, ZRAKT RS 7 AR A4 [L-12 ¢4
B, ARG —FRSFH IL-12 kK. AAEA IL-12 £ESAH
AETRPE/ATEREZ Knik$ X B e (CBA/T x C57/BL6/T) F, &
KA & (Taylor et al., Intl. Immunol. 6: 579-591 (1993); Lonberg,
et al., Nature 368: 856—859 (1994); Neuberger, M., Nature Biotech.
14: 826 (1996); Fishwild, et al., Nature Biotechnology 14 : 845-851
(1996)) . —hms 4 T —HRXZATLHA IL-12 L EH g6 2 5%
ik, #—FERZTEHAR IL-12 Kk, ENIHZ [g61, KR IAMX
WG EFFTHAY 1x100-9x10", XS TLHALLERAKGTH R
S FEFREEMNRA IL-12 MXER. REXFTLAEATEANHE

BELEY.

1

BSA- 4 ki %ky

€0, - —H b2k

DMSO - — ¥ & T &,

EIA- B8 R R R

FBS — B4 4 i

H,0, - I &AL &

HRP - $kAR i f A4 85\
ID-&A

Ig- S BEREG
IL-12- AR BR F a
IP - B BE W

IV - # Bk A

Mab — 3 % B F4&

0D - AFE

OPD - 48 X — e — R AP
PEG- R -8
PSA-FEE, #5%, HREE

RT- R
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SQ- AT
v/v - &R AR
w/v-EF /4B
R R
5 s
TURREARKRGEAR D LR AR A 5o th 5 LT AR (Fldo,
W) B GenPharm International, San Jose, CA; Abgenix, Freemont, CA
BFEENE ), EMEARALEREES, RAREPLK IgM K [g. Hldo,
REHARPESHAAFFIELAR, XL XBRAFT VO T &8,
0 #ERBE. PRBRRE, AFEAFINLERETAHRAEARRS
(Lonberg, et al., Nature 368: 856-859 (1994)). 324t 4 X B T w4 ¥
AROBCESE—FHEAAV ROBFALLEKLE. b3, 4L
BTA %A uAA 1(Fishwild, et al., Nature Biotechnology 14:
845-851 (1996)) F/HAEBEXEK. RATELUEXABAZANIATUATLE
15 FegkS A, AFETELGAIL-12 3 5 %K.
S
TUAA—HEEFLAFTESAAR IL-12 ARRE. ELTTHR
HRERRTFETARITREMG LRSS, 2Tl A L eiaeg0 4%
ZH. B1-1000pg THA IL-12 sF—ib 14-20 F# ey fo/ R FRE
20 HHFHRBELM) ZHATIP X ID £F, XBFMA IL-12 KA FAER
4 TITERMAX X% KT &AM #THA, HRAEMA 100-400pl (o
2000, HRANEKETAERE 2ANANQEEEZ—BEZETF 100pL A@Y
Keg 1-10pg, RETEAL 1-7, 5-12, 10-18, 17-25 fe/ &K 21-34 X &
A E44 TITERMAX b K RT &My IL-12 #47 IP(1-400pug)
25 F2SQ (1400pug x D%FE. 12-25F425-40 RZETUABERAEL
HTHESFHMADRRL, RStk AE RT THE 1 b8, KE
fiE, RFOIWGFERA IL-12 BIA N HE. S THEHRFEG
B3 mut #ATREAS . LB, TAAHET 100ul £2EKeY 1-400pg
IL-12 2 F M RABE—K IV migiast, 3 X6, BAMFAELRIEL,
30 EABEHAHTERM, BASA 100 U/nl HFE%£. 100pg/nl 4T £.
0 0.25pg/nl HHEE B(PSA) 49 10 mL k%3 B8 4% 4 3 K (PBS). @it
Al PSA-PBS AW EEMMKKMmi, AeME 2 ekt #HA
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¥ &F4 25 oM Hepes #9 RPMI 1640 3= 3%
o #k A
TRRE LG T, WAHRBRA G FEifrads, LTHAES
EAEERMRAIHA 10 1 £ 1:10, EHERBIEGTH, Kihm
5 RATHB@mE—RITE., REAL 3TCF, £ 1ol 50% (w/v) PEG/PBS
A& (PEG 4~F % 1450, Sigma) P ERRE 30 Hh L, REBTLEE i
A 10.5 oL 24 25 oM Hepes (37°C) &9 RPMI 1640 323k 4 1 54ved k,
AR IE @RS, KA 500-1500 rpm HERA MR E S 5 4. RERMBE
&F HAT 337 (RPMI 1640 3% 3% %, 44 25 uM Hepes, 10% Fetal Clone
10 T foik (Hyclone), 1 oM ABAB4, 4 oM L-Z R BtA, 10pg/ol AXE
%, 2.5%Origen 3& 4N % (Fisher), 10% 653 4% &5 RPMI 1640/ Hepes
A, S0uM 2-R A T B, 100 uM k&2, 0.4pM £ESF 16
MAMF), FEA 200ul/FLF4EF 15 A 96 IL-PRAZEFRB. RER
BETEH % CO,f S%ERHBH 3IICHRERT 7-10 K.
15 AR K oF P A g6 3t IL-12 ik
AR B4R EIA A S b fEk A TL-12 6945 7 A 16 Fdk.
MEZ, APBS W&y 2pg/nl IL-12 & -FHiTA. E4H 0.02% (v/v)
Tween 20 # 0. 15M 3R P 2% %5, A PBS P45 1% (w/v) BSA, ¥4 200 p
L/3LE RT FTHAEZANL 1 ., ZEPRAFRRALE-20CTA%, UE
20 HkRA4ER. £ IL-12 AR EL SOpL/LE RT THE R LEHE
Bl NBE. BeEPR, KM R 1% BSA-PBS % 1:30000 4558 ey 50
nL/3U HRP 473269, 0 F A g6 Fc £ RT FHEM 1 iy, BAEEFR,
A2 RT FAmA 100 pL/3UAzAR 8% 3 A% 84 3k R s & (0. IM A7 B8 A= 0. 2M
HLB 4, 0.01% H,0,% 1 mg/mL OPD) 15 54¥. REMmA 25 uL/3Lekab
25 & (ANBRBR), 4 490 nm Tl i f sh-F 4460tk & OD 44,
BEEIXBLERFPARMNALOALEREY
TAERE S 6 EIA BB R T L2ALEREOGAE KR EIAE.
BMEX, TARAEFHEBMNE AR 10pg/nl LEFHRA Ig6 Fc £ 4T
Fesk 96 LR (VWR, 610744)id&. k44K, B 1% BSA-PBS &£ 37CTF
30 A1, ZRPEARSEATF-20C., ICTAR LB T ARBELIRE
LR, kEFR, KEMA 1% BSA-PBS ¥+ 1: 10000 # 564 HRP 47
BhFHRA g6 & JTCTHR 1 I, REBELERFEARBDRR
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7 H .
MEEEHAR IL-12 FH
TARES S RIA X ERNEZFERNRANEZ LR X BaGER. 4
o, B LR FHEALFERA Ig6 Fc MEBFT LEER, ik, REAXK
5 AHMEARIEE IL-12 AR TEM 1 0K, HILEHE H443H%. A PBS
HELBA, MELGTHBTLAGRH TN IL-12 52 F.
TIAEMRERB T T HEA [g61 3 IL-12 b XA, ALAM
HWEHRAITRIE LS. TATEFIAGLE@OE, FRELSRERA
(95% FBS, 5% DMSO) ¥ A 4 RAHMAFHREAT.
10 BFR 5
%M BIA, RAXMFEIELE AT RANFRBIESOHIXL
RAUARGRAB R Z., Tk bR F &% [L-12 &k 96 LK E, #
BETAEERTFTTFRERERBE 2pg/nl gshibinik 1 . 2434,
ARG M HRP AFiteg b F A IgG, R A 1% BSA-PBS % 1: 4000 # £ 45 HRP
15 ML LFRA g EZRTHR 1IN, REZELEFERRELIR,
FERAKRBERBETR.
AERAIL-12 ZRAESAIL-12 98453 F
#lde, B IL-12 33K BIA # BlAcore H Rt #HiReg AR iEHITHE
GRE, TAEERLERFERFHMNZ P RESMLGA IL-12 FTAEHG L
20 BAREL 2pg/ul IL-12 @86 EIAB ML S . RETAKE D RFHF
B, ZEATHNLESKE,
TABLH e THRAREELACC LG E L TR ERTELLFE
. ¥ BlAcore CM-5 (B WX ) ¥ K E T BlAcore 2000 3245 . HBS &
# % (0.01 M HEPES, 0.15 M NaCl, 3 mM EDTA, 0.005% v/v P20 £ &%
5 M, pH 7.4k Sul/4r AL S A HAS T, AAEFHBIZHLL.
¥ 200l K¥éy 15mg EDC (N-ZE-N-G-—FE-RAHA) LMK
ZTR) HER (100puLl) mA 200pLl KPéy 2.3 mg NHS (N-B A %K
BT ) 69 100pL BR., B 40 uL FRHEREHANEA L., H b6
L A IL-12 &% (15pLl/uL, #&-F 10 oM 85844, pH 4.8) EHFSE
30 b, F8% 500 RU 693w, &% A B BCEH TBS/Ca/Mg/BSA &shsg &k
(20 oM Tris, 0.15 M & 4b4h, 2 oM ®A45, 2 oM BB Bk4E, 0.5% Triton
X-100, 25 pug/mL BSA, pH 7.4), RITG K FAE L P4, FAKEL
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B_FL 64 3% 36 BL I8 B B8 R At R 3 s,

PR, 33,33, 16.67. 8.33 A0 4. 17 oM 4R B R T ASIE A% .
FREAFTAH0pL/4, REBRERATH 25C, ¥HmANRS@RR T3
HERE, EEAFT—AmBLEAZ IL-12 (#8&), EE-A@mRH AP

5 ARSI (F8). ¥ 120pl B —FREFKRGEHSE 0L/
S RFmE L (H44), REAZRILEARE 360 # (HEH). &
WHARELEHNE 30pL 2M FARBRGERSAGLAE (B E
KRBT o/FREZAH).

A A4 IR/ %84 BIA evaluation 3.0 X CLAMP 2.0 947k, s+F

0 F—FaK, KFRGEEE (sensogran) YRETAHKAEE, H
B HERAARGKRE., sHEE k, sec) &4 (k,, mol 'sec)) AR HF
3] 6g (ko/k,) B & ¥ 3 (K, mol) #ATEARBE, SRAFFAREAESS, &
FHK ARG RUs> 100 B, SHATHAR GBI H -,

15 A IL-12 & A BRAHZE

HAT— L RS, KERBRSWAET 15 AR (1440 3L/ B4 ),
FEBTHA IL-12 R RK. AP —2dAfR [g 4644
SR, RTHEIBIRT A OATHRPBEAH A6 1L-12 Fk,
BT A 6 A J 8 TR AR 2 1g61.

20 AERAIL-12HZAESAIL-128E03HF

ELISA S5 #7iE AR B T K 3 B RATH X8 o M 69 b FARA R B4R
By X4 IL-12, B 1-2 A FXEREAGHESESZIGLER. 4
HHEATF, MNEEHRAELEMEARLE (R42) BEFH. BiaaE,
IL-12 5 EIA R ABLEASTAERETAHTH, RALLSTMHIE

35 BRESARHEONLES. A—ZRBGREFHE 50%44.

B AR BlAcore S EMEAFLALTHR, ARN—BALLER

G EREEFS, LA 1x10°F£ 7x10712,
&4

ERARBTEIIRAGFRMRET—E RS, EEIDNERLSAAT

30 ERAEZREAE, FAAAIL-12 48, AT —HT26GA IL-12
Ig6 Ak, XbFhb g6l AHM, #—FLh X TLHA IL-12
AR, PAEH—BRAGERTED 1x10° £ 9x102, XEBxTLEA
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FAEAARGTHRAGSHFEAREEMNERA T IL-12 KRBHBER.
HEIMAKAGETELA.
£ 3: C340 R—Fr PR A S LBEHRAK
AR CD340 £ EA IL-12 4RMMERRZ T P f [L-12 92 HENR. &
5 FIL-123 Ay NK mfefe T ARC @i =265 IFNy , 2% T C340 Fuiksd IFN
vy mRNA &5 ERA= C340 Fusks IFNy =& 4 (Trinchieri, G., Current
Opinion in Immunology, 9: 17-23 (1997), Morris, S. C., et al., Journal
of Immunology, 152: 1047-1056 (1994))., AXEH T PLBZ T C340
Fo IL-12 BR3h 44 Ak B 4B BB 64 245 (LAK) iR iE M 695 4948 /) (Kutza, J.
10 and Murasko, D. M., Mechanisms of Ageing and Development, 90: 209-
222 (1996), Stem, A. S., et al., Proceedings of the National Academy
of Sciences of the U. S. A., 87 : 6808-6812 (1990)). &E, ¥ T
CD340 2+ T #= NK 4@t b &4 IL-12 544 (D95 @ik & ik ey L4 A
(Medvedev, A. E., et al., Cytokine, 9: 394404 (1997)).
15 F74| IFN y mRNA # %

ATRE C340 RFLA PBL P34 [L-12 F5¢5 IFNy KB X, i#t
TTREEF PCR ME. AP M3h%ZéE (nRNA ZEMFSF xR ) & IFN
v 694% 0 5] S 38 AR R) 69 A PBL 34544 cDNA, B 3 &7 €340 & IL-
12/1L-2 (2 J~8) 37 ¢4 PBMC T34 IFN y mRNA,

20 ARX@MIAREHMILA IFN y s537%5)

B FE3MAETFtE AREARE, T @t NK @RTESns
BT, #R4KR, A IL-2 = IL-12 43¢5 PBL AR BE 4 -8 J B
A&k IFN y 89 K F4 A& T B id i X a0 K43 Brefeldin—A 43% ¢4 PBL
MR iz S, BA4ERT 4 C340 IL-12 5 IL-12 BEAMmA 5 JoBFaT,

25 iEEHRBTE IFNy ZEBR Y 60%.

IL-12 #5564 IFN y sk e 37 4]

B S AARTHEAREIS 4G C340 vlH S4RH M 7 X459 A ke
miesss IFNy . 3§ 400pg IL-12 55 #8465 C340 RS, KB A IL-2
#)$ 44 PBL 333k4p. 18-24 Jw/Si@id BIA ¥ IFNy B, BRRAF AV £ 1

30 pg/ol C340 FAARF MY T IFNy 4 ¥.
IL-12 -5 ¢9 LAK 20064 40 6 & M 49 30 %)
Raji smfe, BP—#F IL-12 &M Burkitt REBR B @O E, 2 K
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ity LAK afef it mied. =4 Raji |5 G ERRHFEALLYE
FAk €340 (5000 ng/mL X, 50 ng/mL) &4 F A 400 pg/mL IL-12 =10 U/mL IL-2
BAEL LAK mpe—RZHK 4 I, B 6 A FTAEAEFRBELEFI s
R, REMEH [L-12 + -2 RFFEARTA IL-2 LREEL @B
5 mRHEMIE . C340 AW HZ IL-12 RMBAER. F4IQEEL K
REAKX, FIRBRYRSREKBOFEE Y ERERKE.
4] CD95 LA
WIEHR T & E 4464 CD56+ PBL ey IL-12 #5464 CD95 Lif. 4o
B TA Fo TB FfF, 9AMRAXBRASAEA, A IL-12 /e IL-2 &H 72
10 JBEFE, CD3+ T fmfif= CD56+ NK #mA £ &y (D95 RA R ¥ i, M
IL-12 &334 T CD3+F= CD5S6+mAe ey CD95 &k, CD3+&amMAkdval T 50%
(B 74). CDS6+&mAeshdr4| T 80% (B 7B), X Zdy MFI 484 (bRA By
RS HGESIL) B FHEAL.
Lp 4 ABAEALR
I3 FMEA AL T 4 C340 44 A B K C340 4344 49 % B 48 DNA /5 B, /B Sau3A
FRAIBEIR4 I ALAN C340 X BmAC A 49K B 40 DNA, B3 10-40% B4 A
B BRTRNRE., HRANEES 15-23 kb 9 DNA FEABRERY
BRBAREMBL3 (TR E? ) ¥, HBOEEZRBRBEY. —R0EREF
AT 1 a7 EFRLGHLE. HASA [g6] T/EBEZRAFFIRA « 24
w0 ERREAFFE 32P ARG A B DNA R EAAFS, B ¥t 2T MLE
TRk 600,000 ALK, BRT 13 AEHF 9 AR, ¥, @it
AR SRR IA TR 4 N2 5k, B 3H B4k DNA 49 PCR
DITIER— AN R LB HABRRLBRSH RER5 64 5 F= 3 5%, T4 (1)
FH H4 65 DNA 3EA R BRI A 16 kb, BG4 3.6 kb #5 5/ MEEF| o
25 EW2kbég Y MEAF. 248 (LC) S LC1 45 DNA A K B K H 15 kb,
FEEOA 4.4 kbt S MEFFA 6.0 kb & ¥ MEFF|, AEBAKRIAKE
FRAEA Sall AW TEBARK, FRABERERZXHK p1351 4 Xhol
Ao Sall 4L B ZWH], FATEBRKRBT gpt THFie AR, W FAEAE/TE
R H5 A —ANR3E Sall 5.5, LFBEHA Sall BEMAEHK 14 &
30 BE pl3sl RABK, FAGELABH/ELRTE S H4E pl560 Fo
p1558. 4% A FR%IBE 54T fe PCR MZ o foie s X B A X AA R L F A0t
F pl351 BARFFI P EE. ABHFHLT, L2 GEEF A0 LHG 5K
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REWET gpt 8 K%, SAERAR SRR GHFERTRF. ik
p1560 F= p1558 644 7] 5% A 11A-11K F=F 13A-137J,
ERH 5. HEEHAMEOER
1T Pvul FR4IBEIE 1L TR 4 p1560 2040, /A Sall MRelBeiizst
5 JRA pl558 AMfb. BB FE, SHEFILAMBLSGERLAE
R\ 42 p3X63Ag8. 653 (653) A= SP2/0-Agl4 (SP2/0) fmfe, 3 frémit, A
E & ik ik BAE & M (Knight, et al.. Molecular Immunology 30: 1443
(1993)). #4FBE, Pk TR EDREZ G IO LFRT HA Ig6 (BF
F40 C340 (rC340)). b3k, ERAKATA Ig6 & Fo 3o5ehbF kel
10 ¢ 96 3L ELISA 8 LW ¥ tmfe Lk, BRI G 7 ik s st s A8 Bt oy
L FRA 16 (T4 + B4 ) RAFREFEMER WL QARG RLESH
A IgG(Knight, et al., Molecular Immunology 30: 1443 (1993)). ¥ %
B EE S MRS E 24 L Rmeg g iR b 45 & (IMDM, 5% FBS, 2
oM A B, BB AY) . ALty C340 mAb 4 H F70f, B ELISA
15 ATt FAGRARE (PR EHHGRRPERAT) #4782 F. K
R FHAEYT EE TT5 BiiP, Wit ELISA st =469 Ig6 3
. REBIEE, o 6 MR 653 sdfe 3 My SP2/0 #3
HHATE w M (R 96 LR TP AP 1 A@mie/3L), BRI E (ELISA)
EAREEEEHLERABIHELEFLEAREE. &5 3 ATALE,
20 653§ 19-20 (C379B) Fv SP2/0 3: 449 84-81 (C381A) A= 22-56 (C389A)
AT —F A,
MZ 1C340 MELA
BLAFEFAFHEREZRTRELERN, AMFER@0E (653 #
Fd K 2 Fofule 18 o SP2/0 34 e 1) 9 EFRALL rC340 IR L
25 A4kiE, G4BT BLISA M =Frmie LiEFRAAL e 10340 RE. RE
A2 pg/ml ATL-12 @444 96 JUAR & 18 F i L F 69 LiF BAE f R 4h 10 G C340
FRbEst BB, RE R ARMFEBE BRI LA [g6 (T4 + BE) ki
B AR BB R AR 4 A4 mAb. B 8 BT, rC340 MARE TR
C340 mAb 45 RAFF L FA IL-12,
0 BRATEFGmEER
BTk 2% 105 @ie/ml ek mpeE AT T75 R P 9ima3s ik
REMFEH SPM-5 B AREJFERMESH, REF LN MNMEED F
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rC340 3RJE, HIEHRBHI. AR FEA T HIEHRERILE 94-9C. C379B,
C381A #= C389A #43 K C340 mAb FAKFH5HH 135 pg/ml, 150 pg/ml,
Fo 110 pg/ml. Z3K4% C379B fmpeiE B SFM-5 325x 28 A Ay . C381A @fe
AE SPM-5 33 R A b 5 AAF AR A F = A AR 464 rC340, /M C389A f& SFM-5
5 ORKRRAFFAENICHIAFEARARAETH T —F.
EXRRNHEY, EAAREEARRATOMAFGIFAZFELYG 24 1L
B iR mig, VAEIRE AN A 10340 mAb MR e A4S k.
I F)] C379B A= C381A AHERRALELFOFHTHHE 30 X (KA
B KBHE ) Fo 75 RaGuh RIBEARZ XA 10340, C389A MM & RA8E, Rk 43
10 KRB A GRARALEF R T4 0 = F 445 20%.
HERBGRE, AEAVHEATULRIR TN B HA B LhoGE
R,
RETOAES, TANALHRHFTEFEGHTL, ENHET
AR A1 ERGTEH.
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FFo3 %

$1/50

<110>
<120>
<130>
<160>
<170>

<210>
<211>
<212>
<213>
<400>

<210>
<211>
<212>
<213>
<400>

<210>
<211>
<212>
<213>
<400>

<210>
<2l1>
<212>
<213>
<400>

<210>
<211>
<212>
13>
<400>

D. % #); D. %54 B.YMERE; J.THH-HILK; D.REH

I-12 34k, 4. FEPAE
CEN248

15

PatentIn Ver 2.0

1

5

PRT

A. ( Homo sapiens )
1

Thr Tyr Trp Len Gly
1 5

2

17

PRT

A ( Homo sapiens )
2

Ile Met Ser Pro Val Asp Ser Asp Ile Arg Tyr Ser Pro Ser Phe Gin
1 5 10 15

Gly

3

10

PRT

A. ( Homo sapiens )
3

Pro Arg Pro Gly GIn Gly Tyr Phe Asp Phe
1 5 10

4

11

PRT

A. ( Homo sapiens )
4

Arg Ala Ser Gln Gly Ile Ser Ser Trp Leu Ala
1 5 10

5
7

PRT
A ( Homo sapiens )
S
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ot

7l

®OH2/6M

Ala Ala Ser Ser Leu Gln Ser
1 )

<210> 6

<211> 9

<212> PRT

<213> A ( Homo sapiens )
<400> 6

Gln Gln Tyr Asn Ile Tyr Pro Tyr Thr
1 h

<210> 7

<211> 119

<212> PRT

<213> A ( Homo sapiens )
<400> 7

Glu Val Gin Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15

Ser Leu Lys Ile Ser Cys Lys Gly Ser Gly Tyr Ser Phe Thr Thr Tyr
20 25 30

Trp Leu Gly Trp Val Arg Gln Met Pro Gly Lys Gly Leu Asp Trp Ile
35 40 45

Gly lle Met Ser Pro Val Asp Ser Asp Ile Arg Tyr Ser Pro Ser Phe
50 55 60

Gin Gly Gln Val Thr Met Ser Val Asp Lys Ser Ile Thr Thr Ala Tyr
65 70 75 80

Leu Gin Trp Asn Ser Leu Lys Ala Ser Asp Thr Ala Met Tyr Tyr Cys
85 90 95

Ala Arg Arg Arg Pro Gly Gin Gly Tyr Phe Asp Phe Trp Gly Gln Gly
100 105 110

Thr Leu Val Thr Val Ser Ser
115

<210> 8

<211> 108

<212> PRT

<213> A ( Homo sapiens )
<400> 8

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Gly Ile Ser Ser Trp
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Glu Lys Ala Pro Lys Ser Leu Ile
35 40 45

‘Tyr Ala Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

(i
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Ser Gly Ser Gly Thr Asp

65

70

Glu Asp Phe Ala Thr Tyr

85

Thr Phe Gly Gln Gly Thr

<210> 9

<211>
<12>
<213>
<400>

503
PRT
A. ( Homo sapiens )
9

i00

Arg Asn Leu Pro

1
His

Ala

His

Pro

65

Sex

Met

Gln

Arg

Met

145

Leu

Leu

Glu

Cys
225

His
Arg
Glu
50

Leu
Phe
Met
Val
Gln
130
Gln
Glu
His
Leu
Leu

210

Asp

Ser
Gln
35

Asp
Glu
Ile
Ala
Glu
115
Ile
Ala
Glu
Ala
Asn
195

Asp

Thr

Gln
20

Thr
Ile
Leu
Thr
Leu
100
Phe
Phe
Leu
Pro
Phe

180

Ala

Trp

Pro

Val
5

Asn
Leu
Thr

Thr

Asn
85

Cys

Lys

Leu

Asn

Asp

165

Arg

Ser

Tyr

Glu

Ala

Leu

Glu

Lys

Lys

70

Gly

Leu

Thr

Asp

Phe

150

Phe

Ile

Ile

Pro

Glu
230

Phe

Lys

Thr

Leu

Phe

Asp

55

Asn

Ser

Ser

Met

Gln

135

Asn

Arg
Trp
Asp

215

Asp

Thr

Leu

Pro

Arg

Lys

Glu

Cys

Ser

Asn

120

Asn

Ser

Lys

Ala

Leu

Gln

Glu
105

Asp

Ala

25

Pro

Thr

Ser

Leu

Ile

105

Ala

Met

Glu

Thr

Val

. 185

Glu
200

Ala

Gly

Leu

Pro

Ile

Thr
Gln
90

Ile

Pro
10
Val

Cys

Ser

Ala
S0

Tyr

Lys

Leu

Thr

Lys

170

Thr

Lys

Gly

Thr

78

Ile
75

Tyr

Lys

Gly

Ser

Thr

Thr

Leu

75

Ser

Glu

Leu

Ala

Val

155

Ile

Ile

Lys

Glu

Trp
235

Ser Ser Leu Gln Pro

80

Asn Ile Tyr Pro Tyr

Arg

Met

Asn

Ser

Val

€0

Asn

Arg

Asp

Leu

Val

140

Pro

Lys

Asp

Asp

Met

220

Thr

Phe

Met

Glu

45

Glu

Ser

Lys

Leu

Met

125

Ile

Gln

Leu

Arg

Val

205

val

Leu

Pro

Leu

30

Glu

Ala

Arg

Thr

Lys

110

Asp

Asp

Lys

Cys

Val
190

Tyr

val

Asp

95

Cys

15

Gln

Ile

Cys

Glu

Ser

9Ss

Met

Pro

Glu

Ser

Ile

175

Met

vVal

Leu

Gln

Leu
Lys
Asp
Leu
Thr

80

Phe

Lys
Leu
Ser
160
Leu
Ser
val

Thr

Ser
240
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Phe

Ser

Thr

Arg

308

Thr

Ser

Glu

Gln

Val

388

Ser

Gln

Phe
465

Ile

Trp

<210>
211>
<212>
<213>
<400>

<210>
<211>
<>

Gly

His

ABsp

290

Cys

Thr

Ser

Arg

Glu

370

Met

Phe

Leu

Pro

Val

Asp

Ser

275

Ile

Glu

Ile

Asp

val

355

Asp

val

Phe

Lys

Asp

435

Gln

450 -

Thr

Ser

10
15
DNA
A ( Homo sapiens )
10 '

Asp

vVal

Ser

Ala

260

Leu

Leu

Ala

Serxr

Pro

340

Arg

Ser

Asp

Ile

Pro

420

Thx

val

Lys

Arg

val
500

245

Gly

Leu

Lys

Lys

Thr

328

Gln

Gly

Ala

Ala

Arg

405

Leu

Gln

Thr

Ala
485

Pro

agatatacta tgcac

11
51
DNA

Gln

Leu

Asp

Asn

310

Asp

Gly

Asp

Cys

Val

390

Asp

Lys

Ser

Gly

Ser

470

Gln

Tyr

Leu

Gln

295

Leu

Val

Asn

Pro

375

His

Ile

Asn

Thr

Lys

455

Ala

Asp

Ser

Thr

His

280

Lys

Ser

Thr

Thr

Lys

360

Ala

Lys

Ile

Ser

Pro

440

Ser

Thr

Arg

Cys
265
Lys
Glu

Gly

Phe

Cys
345
Glu
Ala
Leu
Lys
Arg
425
His

Lys

val

250

His Lys

Lys Glu

Pro Lys

Arg Phe
315

Ser Val
330

Gly Ala

Tyr Glu

Glu Glu
Lys Tyr
395

Pro Asp
410

Gln Val
Ser Tyr
Arg Glu
Ile Cys

475

Tyr Ser
490

79

Gly

Asp

Asn

300

Thr

Lys

Ala

Tyr

Ser

380

Glu

Pro

Glu

Phe

Lys

460

Arg

Ser

15

Gly

Gly

285

Lys

Cys

Ser

Thr

Ser

365

Leu

Asn

Pro

Val

Ser
445
Lys

Lys

Ser

Glu
270
Ile
Thr
Trp
Ser
Leu
350

Val

Pro

Lys

Ser

430

Leu

Asp

Asn

Trp

255

val

Trp

Phe

Trp

Arg

335

Ser

Glu

Ile

Thr

Asn

415

Trp

Thr

Arg

Ala

Ser
495

Leu

Ser

Leu

Leu

320

Gly

Ala

Cys

Glu

Ser

400

Leu

Glu

Phe

Val

Ser

480

Glu



01816961.9

}“?

Fl R HS/HH

<213>
<400>

<210>
<211>
<212>
<213>
<400>

<210>
<211>
<212>
<213>
<400>

<210>
<211>
<212>
<213>
<400>

<210>
<211>
<212>
<213>
<400>

A ( Homo sapiens )
11
gitatatcat ttgatggaag caataaatac tacgtagact ccgtgaaggg ¢

12

30

DNA

A ( Homo sapiens )
12

gaggeccggg gatcgtatge ttttgatate 30

13

33

DNA

A. ( Homo sapiens )

13

ctetectgea gggecagtca gagtgttage agetacttag cc

14

21

DNA

A. ( Homo sapiens )

14

gatgcatcca acagggee 18

15

27

DNA

A. ( Homo sapiens )

15

cagcagegta geaactggec t 21

80

51
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